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2-ACYLAMIDO DERIVATIVES OF 
3, 4-DIHYDRO-3-OXO-QUINOXALINE 
HAVING PHARMACEUTICAL ACTIVITY 

BACKGROUND OF THE INVENTION 

The present invention relates to novel 
2-acylamides of 3, 4-dihydro-3-oxo-quinoxaline useful 
as pharmaceutical agents, to methods for their 
production, to pharmaceutical compositions and to 
methods of use therefor. 

The compounds of the present invention are active 
as mediators of excitatory amino acid receptors. 

Such activity is useful in the treatment of 
neurodegenerative disorders including cerebrovascular 
disorders as well as in the treatment of 
schizophrenia, Parkinson's disease, or epilepsy; and 
as analgesics and anxiolytics. 

Excessive excitation by neurotransmitters can 
cause the degeneration and death of neurons. It is 
believed that this degeneration is in part mediated by 
the excitotoxic actions of glutamate and aspartate at 
the N-methyl-D-aspartate (NMDA) receptor. This 
excitotoxic action is responsible for the loss of 
neurons in cerebrovascular disorders such as cerebral 
ischemia or cerebral infarction known as at least part 
of a range of conditions, such as thromboembolic or 
hemorrhagic stroke, cerebral vasospasm, hypoglycemia, 
cardiac arrest, status epilepticus, perinatal 
asphyxia, anoxia such as from drowning, pulmonary 
surgery and cerebral trauma. 

There are no specific therapies for these 
neurodegenerative diseases; however, compounds which 
act specifically as antagonists of the NMDA receptor 



complex, either c mpetitively or noncompetitively, 
offer a novel therapeutic approach to these dis rders 

R. Schwarcz and B. Meldrum, The Lancet 140 
(1985) ; 

B. Meldrum in "Neurotoxins and Their 
Pharmacological Implications" edited by P. Jenner, 
Raven Press, New York (1987) ; 

D. W. Choi, Neuron 1:623 (1988). 

Confirmation of the protective effects of 
noncompetitive NMD A. antagonists in various 
pharmacological models of neurodegenerative disorders 
have appeared in the literature: 

j. W. McDonald, F. S. Silverstein, and 
M. V. Johnston, J. Pharmacol. 140:359 (1987); 

R. Gill, A. C. Foster, and G. N. Woodruff, 
Neurosci. 7:3343 (1987); 

S. M. Rothman, J. H. Thurston, R. B. Bauhart, 
6. D. Clark, and J. S. Soloman, Neurosci. 21:673 
(1987) ; 

M. P. Goldbert, P-C. Pham, and D. W. Choi, 
Hftiigoaei. Lett. 80:11 (1987); 

L. F. Copeland, P. A. Boxer, and F. W. Marcoux, 
Soe. Neuroaci. Abstr. 14 (part 1) :420 (1988); 

J. A. Kemp, A. C. Foster, R. Gill, and 
G. N. Woodruff, TIPS 8:414 (1987); 

R. Gill, A. C. Foster, and G. N. Woodruff 
Neurosci. 25:847 (1988); 

C. K. Park, D. G. Nehls, D. I. Graham, 

G. M. Teasdale, and J. M. McCulloch, Ann. Neurol. 
24:543 (1988); 

G. K. Steinburg, C. P. George, R. DeLaPlaz, 
D. K. Shibata, and T. Gross, Stroke 19:1112 (1988); 

J. F. Church, S. Zeman, and D. Lodge, 
Anesthesiology 69:702 (1988) . 
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U.S. Patent Number 4, 181,724 discloses certain 
acids and sters £ quinoxalinone compounds useful for 
asthma, eczema, or urticaria in animals. U.S. Patent 
Nos. 4,210,647 and 4,264,600 and European Patent 
5 Publication No- 010,426 disclose more specifically 

substitutions on acids and esters of quinoxalinone 
compounds that are useful as antivirals, especially 
against influenza viruses. The further preparation of 
these compounds is as in Japanese application 

10 1075-474-A described in Derwent Abstract No. 

89-132587/18. Quaternary ammonium salts of certain 
acids of quinoxalinone compounds are also disclosed as 
antivirals in U.S. 4,252,954. Amido derivatives of 
quinoxalinones are substituents of 

15 alkylarylsulfonylureas for use in hypoglycemia in 

Belgium Patent No. 764,998 and also are substituents 
of cephalosporins for use as antibacterials in 
European Application No. 304,158. 

Each of these references differs from the present 

20 invention by the hydroxamate; amide; acyl urea; acyl 

carbamate; imide; acyl sulfonamide; or hydrazine 
derivatives of the quinoxalinone as disclosed herein. 

SUMMARY OF THE INVENTION 

25 

The present invention provides compounds of the 
formula 



30 




I 



35 
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or tautomers thereof; or a pharmaceutical^ acceptable 
base or acid addition salt thereof; wherein 

(1) Y is oxygen or sulfur; 

(2) K lf B^ t R X1 , and R 12 are independently 

5 hydrogen, lower alkyl, halogen, trifluoromethyl, 

cyano, nitro, methylthio, lower alkenyl, lower 
alkynyl, S0 2 NH 2 , S(0) x _ 2 R wherein R is hydrogen or 
lower alkyl, OCF 3 , or two of R x , R2/ *nr R 12 
can be taken together to form a carbocyclic ring 

10 of six carbons, or can be takes together to form 

a heterocyclic or heteroaryl ring wherein the 
heteroatom is oxygen, sulfur, or nitrogen, and 
wherein the carbon on the carbocyclic ring is 
optionally further substituted by one of R lf R^ 

IS Rur or R 12 ; 

(3) X is 

(a) NR 6 S02R 3 , 

(b) NR*R 3 with the proviso that one of R 6 
and R 3 must be other than hydrogen and at 

20 the same time one of R lf , R^ Rur and R 12 

must be other than hydrogen, 

(c) NR 6 OR 3 , 

(d) NR 6 CONR 3 R 4 with the proviso that one of 
R 3 and R 4 must be other than hydrogen, 

25 (e) NR € COR 5 , 

(f) NR 6 C0 2 R 3 , 

I 6 ! 3 

(g) N-N-C0 2 R 3 
30 R«H 

(h) N-N-S0 2 R 3 

(i) an amino acid residue which is 
phenylgly cine , phenylalanine , alanine , 

35 leucine, is o leucine, proline, or valine. 
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(j) lower alkyl esters of th amino acid 
residue as defined above ; 
wherein 

i) R 3 and R 4 are independently 
5 1) hydrogen; 

2) alkyl of from one to 
twenty carbons, preferably one to 
twelve carbons; 

3) alkenyl of from three to 

10 twenty carbons,, preferably three 

to twelve carbons; 

4) alkynyl of from three to 
twenty carbons, preferably three 
to twelve carbons; 

15 5) aryl which is phenyl, 

indenyl, or naphthyl wherein 
phenyl is 

aa) unsubstituted or 
bb) substituted by one to 
20 five of lower alkyl or 

halogen, or 

cc) substituted by one to 
three of 

xxi ) t r if luor omethy 1 , 
25 xxii) nitro, 

xxiii) amino, 

xxiv) mono- or di-lower 
alkylamino, 

xacv) hydroxy, 

30 xxvi) lower alkoxy, 

xxvii) carboxy, or 

xxviii) NHCOR 5 herein R 5 
is independently as 
defined below, 
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0 

8 

xacix) NHCOAlk 1 _ 6 wherein 
Alicia is lower alley 1, 
joex) NHS0 2 R 5 wherein R 5 
is independently as 
defined herein, 
sexxi) CN, 

acaucii) CONR^ 6 wherein R 5 
and R 6 are independently 
as defined herein, 
aexxiii) S(O) 0 _ 2 R 5 wherein 
R s is independently 
defined herein , 
0 

» s 

xxxiv) -CR 3 ; 

6) arylloweralkyl ; 

7) arylloweralkenyl; 

8) heterocycle; 

9) heteroaryl; 

10) (CH 2 )^ 7 wherein q is an 
integer of one to four and R 7 is 

(A) heterocycle , 

(B) heteroaryl, 

(C) S0 2 R 8 wherein R 8 is 
hydrogen or lower alkyl and R 
is independently as defined 
herein, 

(D) P0 3 R 8 wherein R 8 is as 
defined above, 

(E) C0 2 R 8 wherein R 8 is as 
defined above, or 

(F) NR 9 R 10 wherein R 9 and R 10 
are independently hydrogen or 
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alkyl or R 9 and R 10 are taken 
together to form a h teroaryl 
ring; or 
11) an amino acid residue as 
5 defined above; 

ii) R 5 is 

1) hydrogen/ 

2) lower alkyl, 

3) lower alkenyl, 
10 4) aryl, 

5) arylloweralkyl, 

6) arylloweralkenyl , 

7) heteroaryl or 

8 ) heteroary lloweralky 1 ; 

15 iii) R 6 i« 

1) hydrogen or 

2) lower alkyl, preferably 
hydrogen . 

The preferred compounds of the present invention 

20 include but are not limited to the compou n ds of 

Formula I wherein R2 and R 1X are chloro, Y is oxygen, 
and X is NHS<0) 2 CH 3 , NHS (0) 2 phenyl f or NHS (O) 2 (CH 2 ) 4 H. 

The more preferred compounds of the present 
invention are 6, 7-dichloro-3, 4-dihydro-3-oxo-N- 

25 [phenylsulfonyl]-2-quinoxalinecarboxamide and 

6 , 7-dichloro-3 , 4-dihydro-N- (methylsulf onyl ) -3-oxo-2- 
quinoxalinecarboxamide . 

The present invention also includes a 
pharmaceutical composition for the use of treating 

30 cerebrovascular disorders, treating disorders 

responsive to the blockade of glutamic and aspartic 
acid receptors, or treating cerebral ischemia, 
cerebral infarction, cerebral vasospasm, hypoglycemia, 
cardiac arrest, status epilepticus, cerebral trauma, 

35 schiz phrenia, epilepsy, neurodegenerativ disorders, 
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Parkinson's disease, Alzheimer's disease, or 
Huntington's disease comprising a therapeutically 
effective amount of a compound of Formula I together 
with a pharmaceutical^ acceptable carrier. 
S The present invention also includes a method for 

treating cerebrovascular disorders which comprises 
administering to a patient in need thereof the above 
pharmaceutical composition in unit dosage form. 

The present invention also includes a method for 

10 treating disorders responsive to the v blockade of 

glutamic and aspartic acid receptors comprising 
administering to a patient in need thereof a 
therapeutically effective amount of the above 
composition in unit dosage form. 

15 The invention also includes a method for treating 

cerebral ischemia, cerebral infarction, cerebral 
vasospasm, hypoglycemia, cardiac arrest, status 
epilepticus, cerebral trauma, schizophrenia, epilepsy, 
neurodegenerative disorders, Parkinson's disease, 

20 Alzheimer's disease, or Huntington' s disease 

comprising administering to a patient in need thereof 
a therapeutically effective amount of the above 
composition in unit dosage form. 

The invention also includes a method for treating 

25 stroke in patients in need thereof which comprises 

administering to a patient in need thereof a 
therapeutically effective amount of the above 
composition in unit dosage form. 

The invention also includes using as an 

30 anesthetic or using together with an anesthetic the 

above composition in surgical operations where a risk 
of cerebrovascular damage exists. 

The invention further includes processes for the 
preparation of compounds of Formula I wherein one of 

35 the novel intermediates of the Formula II' wherein R$ 
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IS 



25 
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is hydrogen are treated to obtain s lect d 
corresponding compounds of the Formula I. Further, 
the compounds of the Formula IV are treated to obtain 
compounds of Formula I. 

The invention still further includes novel 
intermediates useful in the processes. The novel 
intermediate of the present invention is a pure 
compound of the formula (II') 



II' 



R 12 



wherein K x and R u are as defined above with the 
proviso that R' 2 and R' 12 are independently hydrogen or 
halogen with the proviso that at least one of R' 2 and 
R' 12 are halogen, and R 6 is as defined herein. 
20 A novel intermediate of the present invention is 

also a compound of the Formula V 



[ MOB 
R 12 



30 wherein R x , R^, R X1 , and R 12 are as defined above and 

Alkj_ 6 is lower alkyl. 

An additional novel intermediate of the present 
invention is a compound of the Formula (IV) 
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IV 



10 



wherein X^, Ru, R i2 r ^1-6 m as defined 
above. 

Further, the present invention. is a process for 
the preparation of a compound of the Formula (L) 



15 



R 2 




N 



R 12 



wherein ft^ Ru, R i2 , X f and Y are as defined 
20 above. 

The present invention is a process which 

comprises 

1) treating a compound of the Formula (VI) 



25 



30 



Rl Jl^C0 2 Alki- € 
R 12 



VI 



with sodium nitrite to obtain a compound of the 
Formula V 



WO 92/11245 



PCT/US91/08586 



-11- 



5 X I N0H 

R 12 

then 

2) treating the compound of the Formula V of 
10 Step 1) with hydrogen over Raney nickel and then with 

TiCl 3 to obtain a compound of the Formula IV 



30 



R 12 



3) treating the compound of the Formula IV of 
20 Step 2) with n-bromosuccinimide, bromine/ NaOCl, or 

2,3-dichloro-5, 6-dicyano-l, 4-benzoquinone (DOQ) in an 
inert solvent to obtain a compound of the 
Formula (II' L ) 

25 Ri H 



R 12 



4) hydrolyzing the compound of the Formula II' x 
with a hydroxide such as sodium or potassium 
hydroxide; to obtain the compound of the 
35 Formula (II' 2 ) 
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■to: 



Rn i 

Rl2 



wherein R x , Rs, R X1 , and R^ are as defined above and 
Alk x _ 6 is lower alkyl. 
10 This process is shown in Scheme B hereinafter. 

DETAILED DESCRIPTION 

Loweralkyl means a straight chained or branched 

15 chain of from one to four carbon atoms including but 

not limited to methyl, ethyl, propyl, butyl. 

Loweralkenyl means a group from two to 
four carbon atoms, for example, but not limited to 
ethylene, 1,2- or 2,3-propylene, 1,2- 2,3-, or 3,4- 

20 butylene. 

Loweralkynyl means a group from two to 
four carbon atoms, for example, but not limited to 
ethynyl, 2, 3-propynyl, 2,3-, or 3,4-butynyl; propynyl 
is the preferred group. 

25 Cycloalkylloweralkyl means cycloalkyl of from 

three to six carbon atoms and lower alkyl as above, 
meaning for example, cyclopropylmethyl, 
cyclobutylmethyl, cyclopentylmethyl; cyclopropylmethyl 
is the preferred group. 

30 Loweralkoxy means a group of from one to four 

carbon atoms, for example, but not limited to methoxy, 
ethoxy, propoxy; methoxy is the preferred group. 

Halogen is fluorine, chlorine, bromine, or 
iodine; fluorine, chlorine and bromine are the 

35 preferred groups. 



-13- 



Arylloweralkyl means aryl as defined above and 
alkyl as defined abov , for example, benzyl, 2- 
phenylethyl, 3-phenylpropyl; preferred groups are 
benzyl and the benzyl or phenyl -is as substituted 
above . 

Arylloweralkenyl mews aryl as defined above and 
alkenyl as defined above, for example, 
2-phenylethenylenyl, 3-phenylpropenylenyl; preferred 
groups are 2-phenylethenylenyl and the phenyl is as 
substituted above. 

Monoloweralkylamino means a group containing from 
one to four carbon atoms, for example, but not limited 
to methylamino, ethylamino, n- or i- (propylamine or 
butyl amino) . 

Diloweralkylamino means a group containing from 
one to four carbon atoms in each lower alkyl group, 
for example, but not limited to dimethylamino, 
diethylamino, di- (n-propyl) -amino, di- (n-butyl) -amino, 
or may represent a fused ring, for example piperidine. 

Heteroaryl means a 5- or 6-membered monocyclic, 
bicyclic, or fused bicyclic heteroaryl. The monocycle 
or fused bicyclic aromatic ring contains at least 1 to 
4 heteroatoms in at least one ring, such as nitrogen, 
oxygen, or sulfur or a combination thereof. Such a 
heteroaryl group includes, for example, thienyl, 
benzothienyl, furanyl, benzofuranyl, pyridyl, 
pyrimidinyl, pyridazinyl, pyrazinyl, pyrrolyl, 
pyrazolyl, isothiazolyl, thiazolyl, oxazolyl, 
isoxazolyl, triazolyl, tetrazolyl, imidazolyl, 
benzothiazolyl, indolyl, quinolinyl, isoquinolinyl, or 
N-oxides of heteroaryl containing a nitrogen atom. 

More specifically, such a heteroaryl may be a 2- 
or 3-thienyl; which may further be substituted by, for 
example, a 2-, 3-, or 4-pyridyl ring; 2- or 3-furanyl; 
2-, or 3-, r 4-pyridyl r -pyridyl-N-oxide; 2-, 4-, 
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or 5-pyrimidinyl; 3- or 4-pyridazinyl; 2-pyrazinyl; 
2-pyrazinyl-N-oxide; 2- or 3-pyrrolyl; 3-, 4-, or 
5-pyrazolyl; 2-, 4-, or 5-oxazolyl; 2-, 4-, or 
5-thiazolyl; 3-, 4-, or 5-isoxazrolyl; 3-, 4-, or 
5 5-isothiazolyl; 5-tetrazolyl; 3- or 

5-(l,2,4,-)triazolyl; 4- or 5-(l,2,3-) triazolyl; 2-, 

4- , or 5-imidazolyl; 2-, 3-, 4-, 5-, 6-, or 7-indolyl; 
2-, 3-, 4- f 5-, 6-, 7-, or 8-quinolinyl; 1-, 3-/ 4- f 

5- , 6-, 7-, or 8-isoquinolinyl; 2-/ 4- f 5-, 6-, or 
10 7-benzothiazolyl; 2-, 3-, 4-, 5-, 6r, or aryl, 

7 -benz othieny 1 l,2-benzisoxazol-3-yl. 

Heterocycle means piperidine, piperazine, 

tetrahydropyridine, tetrahydropyranyl, pyrrolidinyl, 

pyrazolidinyl, oxazolidinyl, tetrahydrofuranyl, 
15 tetrahydr othieny 1, and the like. Particularly 

included are N-piperidine and N-piperazine, which may.. 

be further substituted by phenyl. 

Well-known protecting groups and their 

introduction and removal may be used according to the 
20 skill in the art and are described, for example, in 

J. F. W. MeQmie. Protective Grou ps in Organic 

r^hoTni <rhT»y. Plenum Press, London, New York (1973), and 

T. W. Greene, Protective Groups in Org anic Synthesis, 

Wiley, New York (1981) . 
25 The compounds of the present invention contain 

asymmetric carbon atoms. The instant invention 

includes the individual diastereomers and enantiomers, 

which may be prepared or isolated by methods known to 

those skilled in the art. 
30 Selected compounds of the present invention can 

exist also as syn and anti forms and are also the 

present invention. 

Any resulting racemate can be resolved into the 

optical antipodes by known methods, for example by 
35 separation of the diastereomeric salts ther of, with 



an optically active acid, and liberating the optically 
active amine compound by tr atment with a base. 
Racemic compounds of the present invention can thus be 
resolved into their optical antipodes e.g., by 
fractional crystallisation of d- or 1- (tartarates , 
man delates, or camphorsulf onate) salts. The compounds 
of the instant invention may also be resolved by the 
formation of diastereomeric amides or amides by 
reaction the compounds of the instant invention with 
an optically active activated carboxylic acid such as 
that derived from (+) or (-) phenylalanine, (+) or (-) 
phenylglycine, (+) or (-) -camphanic acid or by the 
formation of diastereomeric carbamates by reaction of 
the compounds of the instant invention with an 
optically active chloroformate or the like. 

Additional methods for resolving optical isomers , 
known to those skilled in the art may be used, for 
example those discussed by J. Jaques, A* Collet, and 
S. Wilen in Enantiomers, Racemates. and Resolutions, 
John Wiley and Sons, New York (1981). 

Salts of the compounds of the invention are 
preferably pharmaceutical^ acceptable salts. The 
compounds of the invention are basic amines from which 
acid addition salts of pharmaceutical^ acceptable 
inorganic or organic acids such as strong mineral 
acids, for example, hydrohalic, e.g., hydrochloric or 
hydrobromic acid; sulfuric, phosphoric or nitric acid; 
aliphatic or aromatic carboxylic or sulfonic acids, 
e.g., acetic, propionic, succinic, glycolic, lactic, 
malic, tartaric, gluconic, citric, ascorbic, maleic, 
fumaric, pyruvic, pamoic, nicotinic, methanesulf onic, 
ethanesulfonic , hydroxyethanesulf onic , benzene- 
sulfonic, p-toluenesulfonic, or napthlenesulf onic acid 
can be prepared. 
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Selected compounds of the invention are also 
acids fr m which bas salts may be prepared. 

Likewise, hydrates of compounds of the invention; 
for which hydrates may exist, are also the present 

5 invention. 

The compounds of the instant invention exhibit 
valuable pharmacological properties by selectively 
blocking the N-methyl-O-aspartate sensitive excitatory 
amino acid receptors in mammals. The compounds are 

10 thus useful for treating diseases responsive to 

excitatory amino acid blockade in mammals. 

Such disorders include but are not limited to 
cerebral ischemia or cerebral infarction resulting 
from a range of conditions such as thromboembolic or 

15 hemorrhagic stroke, cerebral vasospasm, hypoglycemia, 

cardiac arrest, status epilepticus, perinatal 
asphyxia, anoxia such as from drowning, pulmonary 
surgery, and cerebral trauma. Other treatments are 
for schizophrenia, epilepsy, spasticity, 

20 neurodegenerative disorders such as Parkinson's 

disease, Alzheimer's disease or Huntington's disease, 
Olivo-pontocerebellar atrophy, spinal cord injury, and 
poisoning by exogenous NMDA poisons (e.g., some forms 
of lathyrism) . Further uses are as analgesics and 

25 anesthetics, particularly for use in surgical 

procedures where a finite risk of cerebrovascular 

damage exists. 

The effects are demonstrable in in vitro tests or 
in vivo Mn"»T tests using mammals or tissues or 

30 enzyme preparations thereof, e.g., mice, rats, or 

monkeys. The compounds are administered to patients 
enterally or parenterally, for example, orally, 
transdermally, subcutaneously, intravenously, or 
intraperitoneally. Forms include but are not limited 

35 t gelatin capsules, or aqu ous suspensions or 
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solutions. The applied in vivo dosage may range 
between about 0,01 to 100 mg/kg, pr ferably b tw en 
about 0.05 and 50 mg/kg, most preferably between about 
0.1 and 10 mg/kg. 
5 Methods of synthesis of the compounds of the 

instant invention are illustrated in Schemes A, B, and 
C. The preparation of compounds of the Formula I' 
wherein X is NR 6 SC>2R 3 , NR*R 3 , NR 6 OR 3 , NR € COR 5 , 
NR 6 NHS0 2 R 3 / NR^CO^R 3 or OT^CO^ 3 and R^, R^, and R lf 
10 R 2 , R 3 , R 4 , R 5 r and R € are as previously defined and 

are illustrated in Schemes A and B. 
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Scheme A 



R2 



0 1) A/ carboxyldi imidazole ^V^V^*^' 



R12 (c) HR*HCOR 3 where R 5 - aryl r 

hateroaxyl 1 



II 



10 or (d) NR^HSO^R 3 

(a) HR*HHS02R 3 
(f) HRhjHCOjR 3 



Further, preparation of compounds of the 
Formula I wherein X is NHCONR 3 * 4 and R 3 is H and 1^, 
*2 r R n/ *12' and r4 are as F** viousl Y defined are 
illustrated in Scheme B. 

20 

Scheme B 



25 



30 i« o R " 

III 



35 
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Th preferred method for making compounds of 
Formula I" is shown in Scheme C. 

Scheme C 




COOH 



1) S0C1 2 
DMF 

toluene 

2) NaOMe or 
NaO' 

3) H 2 0 



R 12 



CNHCZ 
n II 
0 0 



Z is NHR 4 , R 4 , OR 4 
Via 



R^CO 

or 
0 0 

R 4 COCR 4 



or 
0 O 
R 4 OCOCOR 4 




Va 



deprotection 





























R 12 





CKHCZ 
u ■ 
0 O 



Vila 
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10 



Scheme D consists of treating the compounds of 
Formula A with chloroethylmalonate, chloromethyl- 
malonate, or the like in a solvent such as bensene or 
toluene or the like to provide the compounds of the 
Formula B. The compounds of the Formula B are then 
treated with sodium ethoxide in ethanol or sodium 
methoside in methanol to provide the compounds of the 
Formula C. The compounds of the Formula C are further 
reacted with phosphorous trichloride or phosphorous 
trihromide in a solvent such as tetrahydrofuran, 
diosane, or the like to provide the compounds of the 
Formula D. 



WO 92/11245 



PCT/US91/08586 



-21- 
Scheme D 
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Scheme E shows a preparation for compounds of the 
Formula 1 which consists of treating the compounds f 
the Formula VI with sodium nitrite, potassium nitrite, 
or the like in an acetic acid/t«trahydrofuran/water 
solvent mixture to provide the compounds of the 
Formula V. The compounds of the Formula V are then 
hydrogenated over Raney nickel in a solvent such as 
tetrahydrofuran or dioacane or the like, followed by 
treatment with aqueous titanium trichloride to provide 
the compounds of the Formula IV. The compounds of the 
Formula IV are further reacted with bromine, 
n-bromosuccinimide, NaOCl, or 2, 3-dichloro-5, 6- 
dicyano-1 , 4-benzoquinone (DDQ) to provide the 
compounds of the Formula II' x . The compounds of the 
15 Formula II' x are subjected to saponification using KOH 
in water/iPrOH or the like to give the compounds of 
Formula II' 2 • 



10 
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Scheme E 
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VI 



KaK0 2 , AcOH, H 2 0 




Br 2 , TOP or 

HaOCl, THF or DDQ, THE 
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The preparation of Scheme E provides the 
preferred method of preparation for the Compound II ' 2 
defined above. 

Generally, the compounds of the formula I above 
5 wherein X is NHS0 2 R 3 , NR 6 R 3 , NR 6 OR 3 , HR € CWHR 3 R 4 f 

NR 6 COR 5 , NR 6 C0 2 R 3 , NR 6 NHS0 2 R 3 f NR^CO^ 3 / wherein R x , 

R 2 r %!' R 12' R3 ' R4 ' R5 ' R6 ^ M defiaed aboVS ' 

are prepared by the method of Schemes A-E above. 

Scheme A consists of treating a carboxylic acid 

10 of the general structure (II) with a coupling reagent 

in an inert solvent to produce an activated carboxylic 
acid derivative- The resulting activated carboxylic 
acid derivative is reacted with a variety of nitrogen 
nucleophiles to produce amides of the general 

15 structures I', wherein X, R 1 , R 2 , R 3 , R 4 / r5 / and R 6 

are as defined above. Suitable coupling agents for 
this purpose include , for example, such reagents as 
thionyl chloride,, acetic anhydride, oxalyl chloride/ 
DMF, carbonyldiimidazole, DCC, and diphenylphosphoryl 

20 azide, preferably carbonyldiimidazole- By "activated 

carboxylic acid derivative" is meant an acid 
derivative which is capable of acylating an amine. 
Such acid derivatives include, for example, acid 
chlorides, acid bromides, anhydrides, and mixed 

25 anhydrides. By "inert solvent" is meant a nonprotic 

solvent such as, for example, methylene chloride, 
chloroform, carbon tetrachloride, ethyl acetate, 
t etrahydr of uran , and dimethylf ormamide . 

Compounds of the Formula Ilia in Scheme C may be 

30 further reacted to protect the carbonyl of the 

quinoxaline ring with either a methoxy or allyloxy 
functionality to provide a compound of Formula IVa. 
The acid IVa is converted to the acid chloride 
followed by treatment with ammonia to produce the 

35 amide Va. Compounds of the Formula Va are furth r 
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elaborated by treatment with an isocyanate, 
symmetrical anhydride or a symmetrical pyrocarbonate 
to generate derivatives of structural Formula Via. 
Formula VTa is deprotected with" trimethylsilyl iodide 
or a combination of trimethylsilyl chloride and sodium 
iodide if the protecting ether is a methoxy group. 
The allyloxy group is removed using Wilkinson's 
catalyst to afford compounds of Formula Vila. 

Overall the compounds prepared in the Schemes A-E 
may optionally be further treated by conventional 
methods to obtain compounds of the Formula I wherein Y 
is S. 

Pharmaceutical^ acceptable salts of the 
compounds of Formula I are also included as a part of 
the present invention. 

The base salts may be generated from compounds of 
Formula I by reaction of the latter with one 
equivalent of a suitable nontoxic/ pharmaceutical^ 
acceptable base followed by evaporation of the solvent 
employed for the reaction and recrystallization of the 
salt, if required. The compounds of Formula I may be 
recovered from the base salt by reaction of the salt 
with an aqueous solution of a suitable acid such as 
hydrobromic, hydrochloric, or acetic acid. 

Suitable bases for forming base salts of the 
compounds of this invention include amines such as 
triethylamine or dibutylamine, or alkali metal bases 
and alkaline earth metal bases. Preferred alkali 
metal hydroxides and alkaline earth metal hydroxides 
as salt formers are the hydroxides of lithium, sodium, 
potassium, magnesium, or calcium. The class of bases 
suitable for the formation of nontoxic, 
pharmaceutical^ acceptable salts is well known to 
practitioners of the pharmaceutical formulation arts. 



See, for exampl , Stephen N. Berge, et al, J. Phann. 
Sei. 1977;66:1-19. 

Suitable acids for forming acid salts of the 
compounds of this invention containing a basic group 
include, but are not necessarily limited to acetic, 
benzoic, benzenesulfonic, tartaric, hydrobromic, 
hydrochloric, citric, fumaric, gluconic, glucuronic, 
glutamic, lactic, malic, maleic, methanesulfonic, 
pamoic, salicylic, stearic, succinic, sulfuric, and 
tartaric acids. The acid addition salts are formed by 
procedures well known in the art. 

Further, the compounds of this invention may 
exist in unsolvated as well as solvated forms with 
pharmaceutical^ acceptable solvents such as water, 
ethanol and the like. In general, the solvated forms 
are considered equivalent to the unsolvated forms for , 
the purposes of this invention. 

Starting materials for the processes described 
above are known or can be prepared by known processes. 

The products of the reactions described herein 
are isolated by conventional means such as extraction, 
crystallization, distillation, chromatography, and the 
like. 

PHARMACEUTICAL COMPOSITIONS 



The compounds of the present invention can be 
administered in a wide variety of oral and parenteral 
dosage forms. It will be obvious to those skilled in 
the art that the following dosage forms may comprise 
as the active component, either a compound of 
Formula I or a corresponding pharmaceutically 
acceptable salt of a compound of Formula I. 

For preparing pharmaceutical compositions from 
th c mpounds of the present invention, 
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pharmaceutically acceptable carri rs can be either 
solid or liquid. Solid form pr parations include 
powders, tablets, pills, capsules, cachets, 
suppositories, and dispersible granules. A solid 
carrier can be one or more substances which may also 
act as diluents, flavoring agents, solubilizers, 
lubricants, suspending agents, binders, preservatives, 
tablet disintegrating agents, or an encapsulating 
material . 

In powders, the carrier is a finely divided solid 
w h ich is in a mixture with the finely divided active 
component . 

In tablets, the active component is mixed with 
the carrier having the necessary binding properties in 
suitable proportions and compacted in the shape and 
size desired. 

The powders and tablets preferably contain from 
five or ten to about seventy percent of the active 
compound. Suitable carriers are magnesium carbonate, 
magnesium stearate, talc, sugar, lactose, pectin, 
dextrin, starch, gelatin, tragacanth, methylcellulose, 
sodium carboxyme thy 1 cellulose, a low melting wax, 
cocoa butter, and the like. The term "preparation" is 
intended to include the formulation of the active 
compound with encapsulating material as a carrier 
providing a capsule in which the active component, 
with or without carriers, is surrounded by a carrier, 
which is thus in association with it. Similarly, 
cachets and lozenges are included. Tablets, powders, 
capsules, pills, cachets, and lozenges can be used as 
solid dosage forms suitable for oral administration. 

For preparing suppositories, a low melting wax, 
such as a mixture of fatty acid glycerides or cocoa 
butter, is first melted and the active component is 
dispers d h mogen ously therein, as by stirring. The 
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molten homogeneous mixture is then poured into 
convenient sized molds, allowed to cool, and thereby 
to solidify. 

Liquid form preparations include solutions, 
5 suspensions , and emulsions, for example, water or 

water propylene glycol solutions. For example, 
parenteral injection liquid preparations can be 
formulated in solution in aqueous polyethylene glycol 
solution. 

10 Aqueous solutions suitable for -oral use can be 

prepared by dissolving the active component in water 
and adding suitable colorants, flavors, stabilizing 
and thickening agents, as desired. 

Aqueous suspensions suitable for oral use can be 

15 made by dispersing the finely divided active component 

in water with viscous material, such as natural or 
synthetic gums, resins, methylcellulose, sodium 
carboxymethylcellulose, and other well-known 
suspending agents. 

20 Also included are solid form preparations which 

are intended to be converted, shortly before use, to 
liquid form preparations for oral administration. 
Such liquid forms include solutions, suspensions, and 
emulsions. These preparations may contain, in 

25 addition to the active component, colorants, flavors, 

stabilizers, buffers, artificial and natural 
sweeteners, dispersants, thickeners, solubilizing 
agents, and the like. 

The pharmaceutical preparation is preferably in 

30 unit dosage form. In such form, the preparation is 

subdivided into unit doses containing appropriate 
quantities of the active component. The unit dosage 
form can be a packaged preparation, the package 
containing discr te quantities of preparation, such as 

35 packeted tablets, capsules, and powd rs in vials or 
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ampoules. Also, th unit dosage form can be a 
capsul , tablet, cachet, or lozeng itself, or it can 
be the appropriate number of any of these in packaged 
form. 

5 The quantity of active component in a unit dose 

preparation may be varied or adjusted from 1 mg to 
1000 mg preferably 10 mg to 100 mg according to the 
particular application and the potency of the active 
component. The composition can, if desired, also 
10 contain other compatible therapeutic v agents. 

METHOD OF TREATING 

The compounds of this invention are extremely 

15 useful in the treatment of central nervous system 

disorders related to their biological activity. The 
compounds of this invention may accordingly be 
administered to a subject, including a human, in need 
of treatment, alleviation, or elimination of an 

20 indication associated with the biological activity of 

the compounds. This includes especially excitatory 
amino acid dependent psychosis, excitatory amino acid 
dependent anorexia, excitatory amino acid dependent 
ischemia, excitatory amino acid dependent convulsions, 

25 and excitatory amino acid dependent migraine. 

Suitable dosage ranges are 0.1 to 1000 mg daily, 10 to 
400 mg daily, and especially 30 to 100 mg daily, 
dependent as usual upon the exact mode of 
administration, form in which administered, the 

30 indication toward which the administration is 

directed, the subject involved and the body weight of 
the subject involved, and further, the preference and 
experience of the physician or veterinarian in charge . 
The following nonlimiting examples illustrate 

35 the present invention. 
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General Prepar ation 1 

Prenaration of Selec ted AevlS"T > "^" a "^ oa 

Solution A: 14.1 g, 0.087 mole 
caxbonyldiimidazole is dissolved 'in 250 mL dry DMF. 
5 To this is added 0.029 mole of a suitably substituted 

2-oxo-quinoxoline-3-carbo:cylate. This solution is 
heated at 80°C for 2 hours under nitrogen, then dry 
DMF to make 300 mL is added and the solution cooled to 
25°C. 

10 Solution B: To a suspension of; 0.38 g, 

0.0116 mole sodium hydride in 30 mL dry DMF is added 
in one portion 0.0116 mole of the selected 
sulphonamide. This is stirred at 25°C for 2 hours. 
To Solution B is added 60 mL of Solution A at 

15 once. A. solid is formed at this point. In the cases 

where the solid rapidly went into solution the 
reaction is stirred at 25'C for 1 to 5 days. When a 
solid remained after the mixing of the solutions, the 
reaction is refluxed for 1 to 8 hours to go to 

20 completion. 

In either case, the reaction is worked up by 
pouring into a mixture of 300 g each of ice and 
concentrated HC1. The precipitated solid is washed 
with water. The crude product is dissolved in hot DMF 

25 and precipitated with the addition of water. After 

cooling the solid is filtered, washed with cold DMF, 
water, heptane, then dried for 24 hours at 140»C under 
vacuum to yield the product as a yellow powder. In 
some cases acetonitrile, diethyl ether, or methanol is 

30 substituted for DMF as the washing solvent. 
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General Preparation 2 

Preparation of 3, 4-dihvdro-N-al3coxv-3-oxo-2- 
auinoxaline carboxamides 

Solution B: To a suspension of 0.38 g, 
0.0116 mole sodium hydride in 30 mL anhydrous DMF is 
added in one portion 0.0116 mole of the selected 
O-alkylhydroxylamine hydrochloride or O-alkylaryl- 
hydroxy lamine hydrochloride. This is stirred at 25°C 
for 1 hour. 

To Solution B is added 60 mL of Solution A as 
described for Method A. The reaction is stirred at 
25 °C for 1 to 5 days. The reaction is poured into a 
mixture of 300 g each of ice and 3N HC1. The solid is 
washed with 50 mL 5% NaHC0 3 , 50 mL water, 50 mL 
acetonitrile, and 50 mL diethylether . The product is 
dried at 140 °C under vacuum. In some cases the 
product is recrystallized from DMF/water or is 
triturated by washing with hot acetonitrile or 
ethanol . 

General Preparation 3 

Preparation of 3, 4-dihvdro-N-alkvl-3-oxo-2-auinoxaline 
carboxamides 

Solution B: To a suspension of 0.38 g, 
0.0116 mole sodium hydride in 20 mL anhydrous DMF is 
added in one portion 0.116 mole of the selected amine 
hydrochloride of alternatively the free base of the 
amine may be employed directly without the use of 
sodium hydride. 

To Solution B is added 60 mL of Solution A as 
described for Method A. The reaction is stirred at 
25 °C for 1 to 5 days or stirred at 25 °C for 18 hours 
and then heated to 80°C for 1 to 4 hours. The 
reaction is poured into a mixture of 300 g each of ice 
and 3N HC1. Th solid is washed with 50 mL 5% NaHC0 3 , 
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50 mL water, 50 mL ac tonitrile, and 50 mL 
diethylether. The product is dried at 140 °C under 
vacuum. In some cases the product is recrystallized 
from DMF/water or is triturated by washing with hot 
5 acetonitrile or ethanol. 

General Preparation 4 

Preparation of 3 . 4-dihvdro-3- oxo-N- f T (alfcvl) amino! - 
carbonvll -2-cruino3calinecarboxamides 

!Q to 60 mL of Solution A in Method A is added 

1.49 g, 0.023 mol of sodium cyanate. The reaction is 
stirred at 25°C for 18 hours. The solvent is removed 
in vacuo at 60 °C. Chloroform is added and the crude 
beige solid was filtered. The solid is slurried in 

15 140 mL of anhydrous DMF and at least 0.046 mole of an 

alkyl or alkylaryl amine is added and the reaction was 
heated to 60°C for 18 hours. The reaction is poured 
into a mixture of 300 g each of ice and 3N HC1. The 
solid is washed with 50 mL 5% NaHC0 3 , 50 mL water f 

20 50 mL acetonitrile r and 50 mL diethylether . The 

product is purified on a silica gel column eluted 
initially with methylene chloride followed by 
methanol/methylene chloride up to 30% methanol. The 
chromatographed product is washed with hot 

25 acetonitrile and filtered. The product is dried at 

140 °C under vacuum. 

General Preparation 5 

Preparation of 3. 4-dihvdro-3- r (alkoacv) e&rbonvll -2- 

30 guinoxaline carboxamides 

To 60 mL of Solution A is described in Method A 
is added 1.49 g, 0.023 mol of sodium cyanate. The 
reaction is stirred at 25°C for 18 hours. The solvent 
is removed in vacuo at 60 °C. Chloroform is added and 

35 the crude beige solid was filtered. The solid is 
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slurried in 140 mL of anhydrous DMF and at 1 ast 
0.046 mole of an alcohol is added and the reaction is 
heated to 60°C for 18 hours. The reaction is poured 
into a mixture of 300 g each of " ice and 3N HC1. The 
5 solid is washed with 50 mL 5% NaHC0 3 , 50 mL water, 

50 mL acetonitrile, and 50 mL diethylether . The 
product is purified on a silica gel column eluted 
initially with methylene chloride followed by 
methanol /methylene chloride up to 30% methanol. The 
10 chromatographed product is washed with hot 

acetonitrile and filtered. The product is dried at 
140 °C under vacuum. 



15 EXAMPLE 1 

6, 7-Dichloro-3 , 4-dihvdro-3-oxo-N- r (phenvl) sulf onvll -2- 
auinoxalinecarboxamide 

A solution containing benzenesulphonamide 
(0.91 g, 5,8 mmol) and sodium hydride (0.24 g, 

20 5.79 mmol) in dry DMF (10 mL) was heated to 60 °C for 

2 hours and cooled. A solution containing 3.9 mmol of 
the reagent prepared as described in General 
Preparation 1, Solution A was added to the 
benzenesulfonamide mixture. The reaction was stirred 

25 at 25 °C for 18 hours, poured onto ice/HCl and the 

precipitate was collected and dried to produce the 
amide as a yellow solid (0.7 g, 90% yield); mp .325- 
330°C. 

Elemental analysis calculated for C 13 H 14 C1 2 N 4 0 2 : 
30 C, 45.24; H, 2.28; N f 10.55; CI, 17.80; 

S, 8.05. 

Found: C, 44.90; H, 1.94; N, 10.46; CI, 17.90; 
S, 8.24. 
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EXAMPLE 2 

6 . 7-Dichloro-M- T2- (c" "'^Y 1 ""^ «fchwl 1 -3 , 4-dihvdro-3- 
o3co-2-quinoxalinecarboar a "" rfp 

To a solution containing N, N' -dimethylethylene- 
5 diamine (1.02 g, 11.6 mol) was in dry DMF (20 mL) was 

added a solution containing 5.8 mmol of the reagent 
prepared as described in General Preparation 1, 
Solution A. A yellow precipitate formed within 
5 minutes and the reaction was stirred an additional 
10 16 hours at 25 °C. The reaction was poured onto ice 

and the precipitate was collected and dried to produce 
the amide as a yellow solid (1.38 g, 72% yield); 
m.p. 272-274°C. 

Elemental analysis calculated for C 1 3H 14 C1 2 N 4 0 2 : 
15 C, 47.41; H, 4.20; N, 17.10. 

Found: C, 47.43; H f 4.29; N, 17.02. 

EXAMPLE 3 

6 , 7-Dichl nro-3 . 4-dihvdro-3 -o»o-N- (phenvlmethoxv) -2- 

20 guinoxalinecar >^»'»™ , » 

Sodium hydride (2.49 g, 15.6 mmol) was suspended 
in anhydrous DMF (20 mL) and O-benzylhydroaey amine 
hydrochloride (2.49 g, 15.6 mmol) was added in one 
batch. The reaction was stirred for 1 hour and a 

25 solution containing 7.7 mmol of the reagent prepared 

as described in General Preparation 1, Solution A was 
added. The reaction was stirred at 25 °C for 4 days. 
The reaction was poured onto ice containing 6 N HC1 
and a yellow solid precipitated. The solid was 

30 filtered and washed with water followed by hot 

acetonitrile to produce the hydroxamate (2.23 g, 79% 
yield); m.p. 279-280°C. 

Elemental analysis calculated for C 16 H I1 C1 2 N 3 0 3 : 
C, 52.77; H, 3.04; N r 11.54. 
35 Found: C, 52.51; H, 2.97; N, 11.73. 



/ 

/ 
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EXAMPLE 4 

N- ( Amino carbonvl) -6 , 7-dichloro-3 . 4-dihvdro-3-oxo-2- 
ouinoxalinecarboxamide 

4 , 5-Dichloro-l / 2 -phenyl enecli ami ne (8.0 g, 
5 45.2 mmol) was dissolved in ethanol (300 mL) and water 

(30 mL) . Alloxan monohydrate (7.24 g, 45.2 mmol) was 
dissolved in ethanol/water (30 mL:70 mL) and added 
dropwise to the diamine solution. The reaction was 
stirred for 20 hours and the precipitate was collected 

10 by filtration. This crude product v^as slurried in hot 

DMF (steam bath) and filtered. The solid was washed 
with water, acetonitrile, and diethylether to produce 
the title compound as a yellow solid (10.5 g, 77% 
yield) ; m.p. >300°C. 

15 Elemental analysis calculated for C 10 H 6 Cl 2 N 4 O 3 : 

C f 39.89; H, 2.01; N, 18.61; CI, 23.55. 
Found: C, 39.75; H, 1.87; K, 18.52; CI, 23.64. 

EXAMPLE 5 

20 6 , 7-Dichloro-3 , 4 -dihvdro-3-oxo-N- f \ (phenvlmethvl) - 

amino! carbonvll -2— ouinoxalinecarboxamide 

Sodium cyanate (1.0 g, 15.3 mmol) was added to a 
solution containing 3.35 mmol of the reagent prepared 
as described in General Preparation 1, Solution A. 

25 The Reaction was stirred at 25 °C for 18 hours. The 

oa! w»a rAmnvAH in vacuo at 60 °C and the solid 
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10 



liquor was further acidified to pH 2 and the yellow 
solid was filtered to produce a crude product (0.70 g) 
containing the title compound as the major component. 
This second solid was crystallized from DMF/water to 
afford the product as an off-white solid (0.67 g, 44% 
yield) ; m.p. 292-295°C. 

Elemental analysis calculated for C 17 H 12 Cl2K 4 0 3 : 

C, 52.19; H, 3.09; N, 14.32; CI, 18.12. 
Found: C, 52.12; H, 3.27; N, 14.14; CI, 18.03. 



EXAMPLE 6 

6, 7-Dichloro-3, 4-dihydro-3-oxo-N- [ (phanylamino) - 
carbonyl] -2-quinoxalinecarboxamide 

Step 1 

15 Efchvl-3, 6 . 7-trichloro-2-auino3ial inecarbo*vlate 

E thy 1-6, 7-dicbaoro-3, 4-dihydro-3-03eo-2- 
quinoasalinecarboxylate (36.0 g, 0.125 mol) was 
suspended in toluene (500 xnL) and DMF (12.5 mL) and 
thionyl chloride (12.5 mL, 0.17 mol) were added. The 

20 reaction was heated to reflux for 2 hours and the 

solution turned a deep purple. The reaction was 
cooled and the toluene was removed under reduced 
pressure. The crude material was chromatographed on a 
silica gel plug eluted with methylene chloride. The 

25 title compound was isolated as a pink solid (35.5 g, 

93% yield) . An analytical sample was prepared by 
recrystallization from hexane; m.p. 102-104°C. 
Elemental analysis calculated for C n H7Cl 3 N20 2 : 
C, 43.24; H, 2.31; N, 9.17. 

30 Found: C, 43.28; H, 2.23; N, 8.89. 

Step 2 

6 , 7-Dic>> 1 M-o-3-metho3cy-2-auinoxalineca rboxvlate 
Sodium metal was added in small pieces to 
35 anhydrous MeOH (1500 ml) and the resulting sodium 
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methoxide solution was cooled to 25°C. Ethyl-3,6,7- 
trichloro-2-quinoxalinecarboxylate (36.4 g, 0.119 mol) 
was added and the reaction was stirred for 18 hours. 
Water (500 mL) was added and the reaction was stirred 
5 for 3 hours at 25 °C. The solvent was concentrated 

under reduced pressure to one-third of its original 
volume and the slurry was acidified to pH 2 with 25% 
hydrochloric acid. The mixture was stirred 30 minutes 
and the solid was filtered to yield the acid as a gray 
10 solid (30.8 g, 95% yield); m.p. 181rl82°C. 

Elemental analysis calculated for C 10 H 6 Cl 2 N 2 O 3 : 

C, 43.98; H, 2.21; N, 10.26. 
Found: C, 43.92; H, 2.02; N, 10.24. 

15 Step 3 

6 , 7-Di chloro-3-methoxv-2-auinoxalinecarboxamide 

6 , 7-Dichloro-3-methoxy-2-quinoxalinecarboxy late 
(16.38 g, 0.06 mol) was suspended in methylene 
chloride and* oxalyl chloride (6.24 mL, 0.072 mol) and 

20 DMF (2 drops) was added. The reaction was stirred for 

18 hours and the methylene chloride was removed under 
reduced pressure. The crude acid chloride was 
dissolved in anhydrous THF (500 mL) and ammonia gas 
was bubbled through the reaction for 1 hour. The 

25 reaction was then stirred for 18 hours at 25 °C. The 

reaction was poured into water and the precipitate was 
collected by filtration to afford the amide as an 
off-white solid (14.41 g, 88% yield); m.p. 237-241°C. 
Elemental analysis calculated for C XO H 7 C1 2 N 3 0 2 : 

30 C, 44.14; H f 2.59; N, 15.44. 

Found: C, 44.07; H, 2.60; N f 15.33. 
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Step 4 

g | r-Mflg o-3-methox v -N- f (phenyl am -i nr^ earbonvll -2- 

quinoxalineca gboxamide 

6 , 7-Dichloro-3-methoxy-2-quinoxalinecarboacaxnide 

5 (1.75 g, 0.0064 mol) was dissolved in toluene (500 inL) 

and phenyl isocyanate (1.19 g, 0.01 mol) was added. 

The reaction was refluxed for 24 hours and the toluene 

layer was extracted with water, dried (MgS0 4 ) , 

filtered, and concentrated. The crude product was 

10 chromatographed on silica gel eluted with CH 2 Cl 2 /MeOH 

(95:5) to produce the acyl urea (1.44 g, 58% yield) . 

A. sample was recrystallized from CH 2 C1 2 /THF to afford 

an analytical sample. 

Elemental analysis calculated for Ci 7 H 12 Cl 2 N 4 0 3 : 
IS C, 52.19; H, 3.09; N, 14.32. 

Found: C, 52.10; H, 2.79; N, 14.16. 

Step 5 

g , T-n,- rih i , Wyrif r fohenvl ami no) - 

20 earbonvll -2-ouino xalinecarboxamide 

6, 7-Dichloro-3-methoxy-N- [ (phenylamino) carbonyl] - 
2-quinoxalinecarboxamide (1.25 g, 0.0032 mol) was 
dissolved in methylene chloride (200 mL) and 
trimethylsilyl iodide was added. The reaction was 

25 stirred at 25°C for 18 hours. The reaction was poured 

into 5% sodium bisulfite and stirred for 10 minutes. 
The two layers were filtered to produce a crude solid. 
The solid was dissolved in a minimum of DMT, stirred 
over charcoal and filtered through a Celite pad. The 

30 bright yellow solution was diluted with EtOH so that 

the composition of the solution was approximately 
EtOH/DMF (2:1) . Water was added to the point of 
cloudiness, the solution was cooled to 5°C and 
filtered to produce the title compound as a yellow 

35 solid (0.21 g, 17% yield); m.p. >300°C. 



Elemental analysis calculated for C 16 H 10 Cl 2 N 4 O 3 : 

C, 50.95; H, 2.67; N, 14.85. 
Found: C, 50.73; H, 2.56; N, 14.83. 

EXAMPLE 7 

N-acetyl-6, 7-dichlor©-3, 4-diJiydro-3-oxo-2-quiaoxaline- 
carboxamide 

Step 1 

6, 7-Dichloro-3 (2-propenvloxv) -2-ouinolinecarboxvlic 
acid 

Sodium metal (2.8 g, 0.122 mol) was added in 
small pieces to allyl alcohol (150 mL) over a 
20 -minute period. The allyloxy solution was cooled to 
25°C and ethyl-3, 6/ 7-trichloro-2-quinoxaline- 
carboxylate was added in one batch. The solid 
dissolved in solution briefly and a precipitate then 
formed. The reaction was stirred at 25°C for 18 hours 
and water (60 mL) was added and the reaction was 
stirred for an additional 4 hours. The allyl alcohol 
was removed under reduced pressure and water (100 mL) 
was added. The reaction was acidified to pE 2 with 
6N hydrochloric acid. A precipitate formed and was 
filtered and washed with water to afford the title 
compound as a pale purple solid (6.58 g, 85% yield); 
m.p. 160-161°C. 

Elemental analysis calculated for C^HsC^^C^-O.lSI^O: 

C, 47.76; H, 2.77; N, 2.98. 
Found: C, 45.57; H, 2.77; N, 9.11. 

Step 2 

6, 7-Dichloro-3- (2-propenvloxv) -2-ouinoxaline- 
carboxamide 

6, 7-Dichloro-3- [ (l-propyl-2-ene) oxy] -2- 
quinoxalinecarboxylate (5.0 g, 0.0167 mol) was 
suspended in methylen chloride and oxalyl chl ride 



(1.75 mL, 0.02 mol) and DMF (2 drops) was added. The 
reaction was stirred for 4 hours and the methylene 
chloride was removed under reduced pressure. The 
crude acid chloride was dissolved in anhydrous THF 
(150 mL) and ammonia gas was bubbled through the 
reaction for 30 minutes. The reaction was then 
stirred for 18 hours at 25 °C. The reaction was poured 
into water and the precipitate was collected by 
filtration to afford the amide as an off-white solid 
(4.57 g, 95% yield); m.p. 185-186°Ci 
Elemental analysis calculated for C^H^l^C^: 

C, 52.96; H, 4.44; N f 12.35. 
Found: C, 51.53; H, 4.26; N, 12.04. 

Step 3 

Ethvl T F6r 7-dichloro-3- (2-propenvloxv) -2- 
cruinoxalinvn carbonvll carbamate 

Dichloro-3- (2-propenyloxy) -2-quinoxaline- 
carboxamide (0.5 g, 1*68 mmol) and diethyl- 
pyrocarbonate (20 mL) were heated at 140°C for 
18 hours. The carbonate was removed under reduced 
pressure and the crude product was chromatographed on 
a silica gel column eluted with methylene chloride. 
The product eluted as a clear oil w hic h solidified 
upon standing (0.32 g, 51% yield) . 

Step 4 

Ethvl T T 6 , 7-dichloro-3 , 4-dihvdro-3-oxo-2- 
quinoxalinyll carbonvll carbamate 

6, 7-Dichloro-3- [ (l-propyl-2-ene) oacy] -N- (ethoaty- 
carbonyl) -2-quinoxalinecarboxamide (0.32 g, 0.97 mmol) 
was dissolved in THF (18 mL) and water (2 mL) and 
tris(triphenylphosphine) rhodium chloride (30 mg) . The 
reaction was refluxed for 30 minutes, cooled, and 
filtered through a C lite pad. The THF was removed 
under reduced pressure and th crude pr duct was 



r crystallized from ethyl acetate to afford the title 
compound as a yell w solid (80 mg) . 

EXAMPLE 8 

H-acetyl-6, 7-dichloro-3, 4-dihydro-3-oxo-2-quiaoxalin«- 
carboxamide 

Step 1 

N-acetvl-6, 7-dichloro-3- (2~propenvloxv) -2-cruinoxaline- 
carboxamide 

6, 7-Dichloro-3- (2-propenyloacy) v -2-quinoxaline- 
carboxamide (1.2 g, 0.004 mol) was suspended in acetic 
anhydride and heated to reflux for 18 hours. The 
reaction was cooled and the acetic anhydride was 
removed under reduced pressure at 60 °C. The crude 
solid was recrystallized from toluene to yield the 
imide as a beige solid (0.58 g, 43% yield) • 
Elemental analysis calculated for C 14 H 10 Cl 2 N 3 O 3 : 

C, 49.58; H, 2.97; N, 12.39. 
Found: C, 49.32; H, 3.19; N, 12.29. 

Step 2 

N-acetvl-6, 7-dichloro-3r 4-dihvdro-3-»oxo-2-»quinoxaline- 

N-acetyl-6, 7-dichloro-3- (2-propenyloxy) -2- 
quinoxalinecarboxamide (0.50 g, 1.47 mmol) was 
dissolved in EtOH (18 mL) and water (2 mL) and 
tris (triphenylphosphine) rhodium chloride (50 mg) . The 
reaction was refluxed for 30 minutes and a yellow 
solid precipitated out and filtered from the reaction 
while it was hot. The solid was crystallized from 
DMF/water to produce the title compound as a bright 
yellow solid (0.22 g f 39% yield); m.p. 297-300°C 
(dec) . 
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Elemental analysis calculated for C 11 H 7 C1 2 N 3 03 : 

C, 44.03; H, 2.35; N, 14.00, 
Found: C, 43.76; H, 2.32; N f 13.85. 

5 EXAMPLE 9 

g. 7-Dichloro-3, 4-dihvdro-3-Q3C o-2- (methoxvcarbonvl) - 
hvdrazide-2-auinoxalinecar bQ3eylic acid 

To a solution of methylcarbazate (3.5 g, 
38.6 mmol) in dry DMF (50 mL) is added a solution 

10 containing 7.72 mol of the reagent prepared as 

described in General Preparation 1, Solution A. The 
reaction is stirred at 25 °C for 4 days and poured into 
wa ter (500 mL) . The solution is made acidic with 
6N HC1 to pH 2. The precipitate is collected and 

15 taken up in hot DMF. The DMF solution is treated with ! 

charcoal and filtered. The solution is cooled and 
diluted with an equal volume of water. The yellow 
solid is collected by filtration and is washed with 
acetonitrile followed by diethylether to afford the 

20 title compound (2-56 g, 100% yield); m.p. 333-340°C 

(decomposes) . 

Elemental analysis calculated for C 11 H 8 N 4 0 4 C1 2 : 

C, 39.9; H f 2.44; N, 16.92; CI, 21.41. 
Found: C, 39.52; H, 2.29; K, 16.86; CI, 21.94. 

25 

EXAMPLE 10 

6 , 7-Dichloro-3 , 4-dihvdro-3-oxo-2- (pfrenvlaulf onvl) - 
hvdrazide-2-<rainoxalinecarb03£vlic acid 

Solution B: To a suspension of sodium hydride 
30 (1.5 g, 38.6 mmol) (60% dispersion in mineral oil) in 

dry DMF (20 mL) is added benzenesulf onylhydrazide 
(6.65 g, 38.6 mmol). The reaction is stirred at 25 °C 
for 1 hour and a solution containing 7.72 mmol of the 
reagent prepared as described in General 
35 Preparation 1, Solution A is added to S lution B. 
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This solution is stirred at 90 °C for 24 hours and then 
is poured into water (500 mL) . The solution is made 
acidic with 6N HC1 to pH 2. The solid is collected 
and recrystallized twice from hot DMF/ water, washed 
5 with acetonitrile, followed by diethylether, and then 

dried at 137 °C under vacuum to give the title compound 
(1.44 g, 45% yield) as a yellow solid; a. p. 283°C. 
Elemental analysis calculated for C 15 H 10 N 4 O4Cl 2 S : 
C, 43.6; H, 2.44; N, 13.56; CI, 17.16. 
10 Found: C, 43.23; H, 2.26; N, 13.80; CI, 17.69. 

EXAMPLE 11 

N-Benzovl-6 , 7-dichloro-3 , 4-dihvdro-3-oxo-2- 
auinoxalinecarboxamide 

15 Solution B: To a suspension of sodium hydride 

(0.93 g, 23.2 mmol) (60% dispersion in mineral oil) in 
dry DMF (20 mL) is added benzamide (2.81 g, 
23.2 mmol). The solution is stirred at 25°C for 
1 hour. A solution containing 7.72 mmol of the 

20 reagent prepared as described in General 

Preparation 1, Solution A is added to Solution B. The 
reaction is stirred at 25°C for 24 hours and the 
solution is poured into water (500 mL) • The solution 
is made acidic with 6N HC1 to pH 2. The solid is 

25 collected and taken up in hot DMF. The DMF solution 

is treated with charcoal and filtered. The solution 
is cooled and diluted with an equal volume of water. 
The yellow solid is collected, washed with 
acetonitrile followed by diethylether to give the 

30 title compound (1.09 g, 39% yield) as a yellow solid; 

m.p. 302°C (decomposes) . 

Elemental analysis calculated for C 16 H 9 N 3 0 3 Cl2: 

C, 53.06; H, 2.5; N, 11.6; CI, 19.58. 
Found: C, 52.65; H, 2.28; N, 11.79; CI, 19.78. 

35 
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EXAMPLE 12 

6. 7-Dichloro-3-hvdroxv-N- l l-oiperi dinvlcarbonyl) -2- 
quinoxalinecarboxamide 

Solution B: To a suspension of sodium hydride 
5 (0.93 q, 23.2 mmol) (60% dispersion in mineral oil) in 

dry DMF (20 mL) is added 1-piperidinecarboxamide 
(2.97 g, 23.2 mmol). The solution is stirred at 60°C 
for 0.5 hours. A solution containing 0.00772 mol of 
the reagent prepared as described in General 

10 Preparation 1, Solution A is added tb Solution B. 

This is stirred as 60°C for 3 days. The solution is 
poured into water (500 mL) and the solution is made 
acidic with 6N HC1 to pH 2. The solid is collected 
and taken up in hot DMF. The DMF solution is treated 

15 with charcoal and filtered. The solution is cooled 

and diluted with an equal volume of water. The yellow 
solid is collected, washed with acetonitrile followed 
by diethylether to give the title compound (0.95 g, 
33% yield) as a yellow solid; m.p. 277-278 °C. 

**** — , — «~tti«*0<;e ^ai wlafoH for C« cEt «N«OoClo • 
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acidic with 6N HC1 to pH 2. The solid is collected 
and taken up in hot DMF . The DMF soluti n is treat d 
with charcoal and filtered. The solution is cooled 
and diluted with an equal volume of water. The yellow 
5 solid is collected, washed with acetonitrile followed 

by diethylether to afford the title compound (1.5 g, 
59% yield) as a yellow solid; m.p. 289-90°C. 
Elemental analysis calculated for C 12 H 10 N 4 O 3 Cl 2 : 

C, 43.79; H, 3.06; N, 17.02; CI, 21.54. 
10 Found: C, 43.76; H, 3.03; N, 16. £5; CI, 21.60. 

Likewise, in a manner analogous to the procedures 
of General Preparations 1-3, but using appropriate 
corresponding starting materials the following 
15 compounds were prepared. 

EXAMPLE 14 

tt- T T ( 6 , 7-Dichloro-3 , 4-dihvdro-3-oxo-2-quino3calinvl1 - 
carbonvll amino- (±) -benzeneacetic acid ; 9.8% yield, 
20 m.p. 244-252 °C (dec.) 

Calcd.: C, 52.06; H, 2.83; N, 10.71. 
Found: C, 51.98; H, 2.89; N, 10.85. 

EXAMPLE 15 

25 6, 7-Dichloro-3, 4-dihvdro-N- (methvlsulf onvl) -3-oxo-2- 

guinoxalinecarboxamide ; 32% yield; m.p. >355°C. 
Calcd: C, 35.73; H, 2.10; N, 12.50. 
Found: C, 35.74; H, 2.02; N, 12.27. 

30 EXAMPLE 16 

6, 7-Dichloro-3, 4-dihvdro-N-hvdro3cv-3-oxo-2- 
cruinoxalinecarboxamide ; 44% yield; m.p. >300°C. 
Calcd: C, 39.44; H, 1.84; N, 15.33. 
Found: C, 39.22; H, 1.59; N, 14.95. 

35 
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EXAMPLE 17 

N- (Butvlsulf onvl) -6, 7-dichloro-3 , 4-dihvdro-3-oxo-2- 
ouinoxalinecarboxamide ; m.p. >295°C. 
Calcd: C, 41.28; H, 3.46; N, "ll.ll. 
5 Found: C, 41.22; H, 3.22; N, 11.22. 

EXAMPLE 18 

6 r 7-Dichloro-3, 4^<ilhYdro-N"^nethvl-3-03co-2-Quinoxaline- 
carboxamide ; 95% yield; m.p. >300°C. 
10 Calcd: C, 44.14; H, 2.59; H, 15.44. 

Found: C, 43.83; H r 2.67; N, 15.10. 

EXAMPLE 19 

6 , 7-Dichloro-3 , 4- H^yriiro -N-methoxv-3-oxo-2- 
15 cruinoxalinecarbox* ^ 67% yield; m.p. 298-300°C. 

Calcd: C, 41.69; H, 2.45; N f 14.59. 
Found: C, 41.66; H, 2.37; N, 14.22. 

EXAMPLE 20 

20 6, 7-Dichloro-3 , 4-dihvdr»o-3-oxo-2-auinoxaline- 

carboxamide ; 94% yield; m.p. >320°C. 
Calcd: C, 41.89; H, 1.95; N, 16.28. 
Found: C, 41.62; H, 1.63; N, 16.06. 

25 EXAMPLE 21 

6, 7-Dichloro-3 , 4-dihvdro-3-oxo-N- (phenvlmethvl) -2- 
ouinoxalinecarboxami de ; 86% yield; m.p. >320°C. 
Calcd: C, 55.19; H, 3.18; N, 12.07. 
Found: C, 54.97; H, 3.18; N, 11.96. 
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EXAMPLE 22 

1-f (6. 7-Dichloro-3, 4-dihvdro-3-oxo-2-guinoxalinvl) - 
carbonvlT -4- (phenvlmethvl-pjperazine 
monohvdr oehloride ; m.p. >290°C -(dec) . 
5 Calcd: C, 52.94; H, 4.22; N, 12.35. 

Found: C, 52.59; H, 4.40; N, 12.45. 



EXAMPLE 23 

r T f 6 , 7-Diehloro-3 , 4-dihvdro-3-oxo-2-quinoxalinvl) - 
10 carbonvll amino acetic acid, 1, 1-dimethvlethvl ester ; 

74% yield; m.p. >300°C. 
Calcd (with 0.25 H 2 0) : 

C, 47.83; H, 4.15; N, 11.16; CI, 18.82. 
Found: C, 47.65; H, 4.05; N, 11.18; CI, 18.84. 

15 

EXAMPLE 24 

K- r ( 6 . 7-Dichloro-3 , 4-dihvdro-3-oxo-2-ouinoxalinvH - 
carbonvll glycine ; 98% yield; m.p. 285-306°C (dec) . 
Calcd: C, 41.80; H, 2.23; N, 13.29. 
20 Found: C, 41.52; H, 2.04; K, 13.14. 

EXAMPLE 25 

r r r (6, 7-Dichloro-3. 4-dihvdro-3-oxo-2-quinoxalinvl) - 
carbonvl 1 amino 1 acetic acid ; 62% yield; m.p. 248-268 °C 
25 (dec) . 

Calcd: C, 39.78; H, 2.12; N, 12.65. 
Found: C, 39.71; H, 2.17; N, 13.09. 



EXAMPLE 26 

30 6 , 7-Dichloro-3 , 4-dihvdro-N- T (4-methvlphenvl) sulf onvll - 

3-oxo-2-guinoxalinecarboxamide ; 43% yield; m.p. 320°C. 
Calcd: C, 46.62; H f 2.69; N, 10.19; CI, 17.20; 
S, 7.78. 

Found: C, 46.47; H f 2.61; X, 10.08; CI, 17.33; 
35 S, 7.66. 
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EXAMPLE 27 

6 , 7-Dichloro-3 , 4-difry<*ro-N- f f2-chloro-*-nifcirophenvl) - 
sulf onvll -3-03co-2-auinoxalinecarb oxamide ; 81% yield; 
m.p. 340°C. 

5 Calcd: C, 37.72; H, 1.48; N, 11.73; CI, 22.27; 

S f 6.71. 

Found: C, 38.10; H, 1.52; N, 11.66; CI, 22.01; 
S, 7.01. 

10 EXAMPLE 28 

6 . 7-Di^HT f f 4-chloro-2-nitroph envl) sulf onvll -3 , 4- 

rfihYArQ^3-Qxo-2-qninoxalinecarboxamide ; 93% yield; 

m.p. 330°C. 

Calcd: C, 37.72; H, 1-48; H r 11.73; CI, 22.27; 
15 S, 6.71. 

Found: C f 37.61; H, 1.28; N, 11.53; CI, 22.27; 
S, 7.19. 

PREPARATION 1 

20 3, 4-Dihvdro-7-nit:ro-3-oxo-2-auino xalinecarboxvlic acid 

3-Hydroxy-2-quinoxaline carboxylic acid (10.0 g, 
52.6 xnmole) was dissolved in concentrated H 2 S0 4 
(ISO mL) , and cooled in an ice bath. Powdered 
potassium nitrate (16.0 g, 178 mmole) , was added in 

25 portions with stirring, and the reaction was allowed 

to warm overnight. In the morning the reaction was 
poured onto 600 g ice and when the ice melted the 
precipitate was filtered. The solid was dissolved in 
boiling water (1600 mL) , hot filtered, and then cooled 

30 and the precipitate filtered to give (7.5 g, 64%) of 

the title compound. Recrystallization from 
ethanol /water afforded 3,4-dihydro-7-nitro-3-oxo-2- 
quinoxalinecarboxylic acid as a yellow solid. 



WO 92/11245 



PCT/US91/08586 



-49- 

Elemental analysis calculated for 2 mole H 2 0: 

C; 39.89; H, 3.34; N, 15.51. 
Found: C, 39.89; H, 3.37; N, 15.30. 

5 Preparations 2 and 3 are analogous to those of 

U.S. Patent 4 , 264 ,600 beginning with corresponding 
appropriate starting materials. 

PREPARATION 2 

10 Ethvl-6-nitro-3 , 4-dihvdro-3-oxo-ouinoxaline-2- 

earboxvlate ; 52% yield; m.p. 229°C. 
Calcd: C, 50.16; H, 3.48; N, 15.78. 
Found: C, 50.20; H, 3.45; N, 15.96. 

15 PREPARATION 3 

6-Nitro-3 . 4-dihyriTo-3-oxo-aTjinoxaline-2-carboxvlic 

acid ; 75% yield; m.p. 270°C. 

Calcd: C, 45.97; H, 2.14; N, 17.87. 

Found: C r 45.82; H, 2.10; N, 17.75. 

20 

EXAMPLE 29 

6, 7-Dichloro-3 , 4-dihvdro-N- (2-thionvlsulfonvl) -3-oxo- 
2-auinoxalinecarbo3camide ; 22% yield; m.p. 320°C. 
Calcd: C, 38.63; H, 1.25; N, 10.39; CI, 17.54. 
25 Found: C, 38.75; H, 1.58; N, 10.29; CI, 17.71. 

EXAMPLE 30 

6 , 7-Dichloro-3 . 4-dihvdro-N- T ( 4-methoxvDhenvl) - 
sulf onvll -3-OXO-2 -ouinoxal ine? y " r> ^^T r » , n * 'ff ; 45% yield; 
30 m.p. 313°C. 

Calcd: C, 44.87; B, 2.59; N, 9.81; CI, 16.56; 
S, 7.49. 

Found: C, 44.75; H, 2.65; N, 9.74; CI, 16.46; 
S, 7.72. 



WO 92/11245 



PCT/US91/08586 



-50- 
EXAMPLE 31 

6 . 7-DichJ-oro-3 , 4-H-S hyriro-W- r {4-bro moPhenvl) sulgonvll - 
3-oxo-2-cminoxalirftgarboxainide ; 25% yield; m.p. 330 °C. 
Calcd: C, 37.76; H, 1.69; N, 6.81; CI, 14.86; 
Br, 16.75. 

Found: C, 38.93; H, 1.90; N, 8.42; CI, 14.76; 
Br, 17.03. 

EXAMPLE 32 

g f i-r>< ^hl oro-3 , 4-di-hvdro-N- T f 2-mefchvlr>hanvl) sulf onyll - 
3-oxo-2-qninoxalineearbex» "'-i rfa • 21% yield; m.p. 322°C. 
Calcd: C, 46.62; H, 2.69; N, 10.19; CI, 17.20; 
S, 7.78. 

Found: C, 46.66; H, 2.63; N, 10.12; CI, 17.28; 
S, 7.72. 

EXAMPLE 33 

6 . 7-Dichl( * , 4-H*hvdro-H- r U -ehlorophA nY ^ aulronvll - 

3-oxo-2-q«inQxalina eart>oxainide ; 12% yield; m.p. 335 8 C. 
Calcd: C, 41.64; H, 1.86; H, 9.71. 
Found: C, 41.41; H, 1.96; K, 9.62. 

EXAMPLE 34 

g f -7-th w m r> -a , 4-*^ » vdro-3-oaeo- N- r f 5- ( 2-Pvridinvl) -2- 

^Hiftnyii flulf onvll -2-o^iinoxalinecf «-> w » ,a "'' < 52% yield; 
m.p. 325 °C. 

Calcd: C, 44.92; H, 2.09; N, 11.64. 
Found: C, 45.49; B, 2.03; K, 11.21. 
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EXAMPLE 35 

6 . 7-Dichloro-3 . 4-dihvdro-3-oxo-N- f f 3- (trif luoro- 
methvl) phenyl! sulf onvll -2-auinoxalinecarboxamide ; 25% 
yield; m.p. 310-312 °C. 
5 Calcd: C, 41.22; H, 1.73; N, 9.01; CI, 15.21; 

F, 12.22; S, 6.89. 
Found: C, 41.10; H, 1.43; N, 9.12; CI, 15.55; 

F, 18.82; S, 6.55. 

10 EXAMPLE 36 

6 , 7-Dichloro-3 , 4-dihvdro-3-oxo-N- \ 1 4-f luorophenvl) - 
sulf onvll -2-quinoxalinecarboxamide ; 33% yield; 
m.p. 313-315°C. 

Calcd: C, 43.29; H, 1.94; N, 10.10; CI, 17.04; 
15 F, 4.56; S, 7.70. 

Found: C, 43.07; B, 2.01; N, 9.97; CI, 17.02; 
F, 7.40; S, 7.70. 

EXAMPLE 37 

20 6 . 7-Diehloro-W- T (2 . 3-dihvdro- m-inden-5-vl) sulf onvll - 

3 , 4-dihvdro-3-oxo-2-quinoxalinecarboxamide ; 22% yield; 
m.p. 320-322°C. 

Calcd: C, 49.33; H, 2.99; K r 9.59; CI, 16.18; 
S f 7.32. 

25 Found: C, 49.46; H, 2.94; N, 9.68; CI, 16.95; 

S, 7.31. 

EXAMPLE 38 

6 . 7-Dichloro-3 . 4-dihvdro-N- f ( 3-«hl ^ ophenvl) sulf onvll - 
30 3-oxo-2-a^inoxalineca^ •^^'"*»^^'^' Ho ? 64% yield; m.p. 320 °C. 

Calcd: C, 41.64; H, 1.86; N, 9.71; CI, 24.58; 
S, 7.41. 

Found: C, 41.58; H, 1.87; N, 9.60; CI, 24.90; 
S, 6.99. 
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EXAMPLE 39 

g f -?-n-i rhinro-^ f >wr^o-N- f (2-eMflrophenvl) sulf onyll ~ 
3-oxo-2-auinoxalr ■K«o»m<i h» -• 22% yield; 
m.p. 317-318°C. 
5 Calcd: C, 41.64; H, 1.86; N, 9.71; CI, 24.58; 

S, 7.41. 

Found: C, 41.63; H, 1.17; N, 9.82; CI, 24.29; 
S f 7.91. 

10 EXAMPLE 40 

g | -7-r>4 or-~-^ f >iydro-N- f2- naphfchalenvl3iilfonyl) -3- 
o3co-2-guinoxalineca3rboxamide ; 32% yield; 
m.p. 306-308°C. 

Calcd: C, 50.91; H, 2.47; N f 9.37; CI, 15.82; 
15 S, 7.15. 

Found: C, 51.03; H, 2.11; H f 9.39; CI, 15.86; 
S, 7.10. 

EXAMPLE 41 

20 6. 7-Dichloro-3 , 4 -dihvdro-3-o T {3-pi+--gophfinvl> ~ 

sulf onyll -2-auinoxalinecarboxamide ; 55% yield; 
m.p. 325-327°C. 

Calcd: C, 40.65; H, 1.82; N, 12.64; CI, 16.00; 
S, 7.23. 

25 Found: C, 40.42; H, 1.46; N, 12.55; CI, 16.04; 

S, 7.56. 

EXAMPLE 42 

6 . 7-Dichl"— ? ( f U-pifcgQPhenvl) - 
30 sulfonvll -2-auinoxaline "»»- v>rt '*»"" 55% yield; 

m.p. 316-319°C. 

Calcd: C, 40.65; H, 1.82; H, 12.64; CI, 16.00; 
S, 7.23. 

Found: C, 40.55; H, 1.66; N, 12.58; CI, 16.40; 
35 S, 7.10. 



WO 92/11245 



PCT/US91/08586 



-53- 
EXAMPLE 43 

6 , 7-Dichloro-3, 4-dihvdro-3-oxo-N- f (2-nitrophenvl) - 
sulf onvll -2-auinoacalinecarboxamide ; 77% yield; 
m.p. 313-317°C. 
5 Calcd: C, 40.65; H, 1.82; N, 12.64; CI, 16.00; 

S, 7.23. 

Found: C, 40.74; H, 1.85; N, 12.40; CI, 16.64; 
S, 6.81. 

10 EXAMPLE 44 

6 . 7-Diehloro-3 . 4-dihvdro-3-oxo-N- f T2 . 4 . 6-tris (1- 
methvletnvl ) phenyl 1 sulf onvl 1 -2-auinoxalineca -'-*"-""'* Ho ; 
12% yield; m.p. 289°C. 

Calcd: C, 54.96; B, 5.19; N, 8.01; CI, 13.52; 
15 S, 6.11. 

Found: C, 54.71; H, 5.04; N, 8.00; CI, 13.21; 
S, 5.99. 

EXAMPLE 45 

20 6 , 7-Dichloro-3 . 4-dihvdro-3-oxo-N- T (2-f luoroohenvl) - 

sulf onvll -2— auinoxalinecarboxnmide ; 30% yield; 
m.p. 312-314°C. 

Calcd: C, 43.29; E, 1.94; K, 10.10; CI, 17.04; 
F, 4.56; S, 7.70. 
25 Found: C, 43.09; B, 1.63; K, 10.04; CI, 17.38; 

F, 4.90; S, 7.53. 

EXAMPLE 46 

6 . 7-Dichloro-3 . 4-dihvdro-3-oxc-N- T (p^ fw^ hvlphenvl) - 
30 sulf onvll -2 -ouinoacalin^ ^w^^^w^ * m » 36% yield; 

m.p. 270°C. 

Calcd: C, 51.29; B, 4.09; N, 8.97; S, 6.85. 
Found: C, 51.11; B, 3.81; N, 8.94; S, 6.95. 
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EXAMPLE 47 

*t-r(l. 2-Bengiaoxazol-3-vlmet hvl) sulf anvl 1-6,7- 
*in>>-\ «r r.-3 . 4-dihvdro-3-exo- 2-cminoxalinecarboxamide; 
56% yield; m.p. 283-285°C. 
5 Calcd: C, 45.05; H, 2.22; N, 12.36; CI, 15.64; 

S f 7.07. 

Found: C, 44.77; H, 2.25; N, 12.27; CI, 16.04; 
S, 6.92. 

10 The following additional preparations of 

compounds here are within procedures as set out in 
U.S. Patent No. 4,264,600. 

PREPARATION 4 

15 Ethvl-6 . 7-Hnm<»_hvl-3 . 4-dihv dgo-3-oxo-2-quinoxaline- 

carboxvlate 

PREPARATION 5 
6 . 7-Dimefchvl-3 , 4- ^ bYriT-n-3-oxo-2-qTiinoxaline- 
20 carboxvlate ; 97% yield; m.p. 304-308 °C. 

Analysis for 2 mole H 2 0: 
Calcd: C, 59.22; H, 4.76; N, 12.56. 
Found: C, 59.22; H, 4.41; N, 12.62. 

PREPARATION 6 
Ethvl-3 . 4-rf-i>»yriyo-3-oxo-benzo (a> -auinoxaline-2- 
carboxvlate; 79% yield; m.p. 205°C. 
Calcd: C, 67.16; H, 4.51; N, 10.44. 
Found: C, 67.35; H, 4.51; N, 10.68. 

PREPARATION 7 
Ethvl-5, >>yr.mo-3 . 4-dihvdro-3-oxo-auin oxaline-2- 
carboxvlate ; 89% yield; m.p. 205°C. 
Calcd: C, 35.14; H, 2.14; N, 7.45. 
F und: C, 35.05; H, 1.94; N, 6.99. 



25 



30 



35 
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P REPARATION 8 

5. 8-Dibromo-3, 4-dihvdro-3-oxo-cruinoxaline-2-carboxvlic 
acid ; 74% yield; m.p. 280-283°C. 
Calcd: C, 31.07; E, 1.16; N, - 8 . 05; Br, 45.93. 
5 Found: C, 30.97; H, 1.15; K, 8.10; Br, 48.30. 

PREPARATION 9 
Ethvl-6 , 7-dibromo-3 , 4-dihvdro-3-oxo-auinoxaline-2- 
carboxvlate ; 78% yield; m.p. 238°C. 
10 Calcd: C, 35.14; H, 2.14; N, 7.45; Br, 42.50. 

Found: C, 35.22; H, 2.09; N, 6.92; Br, 42.76. 

PREPARATION 10 
6 . 7-Dibromo-3 . 4-dihvdro-3-oxo-auinoxaline-2-carboxvlic 
15 acid ; 82% yield; m.p. >300°C. 

Calcd: C, 31.07; H, 1.16; N, 8.05. 
Found: C, 31.18; H, 1.32; N, 8.32. 

PREPARATION 11 

20 Ethvl-6, 7-dinitro-3, 4-dihvdro-3-oxo-ouinoxaline-2- 

carboxvlate ; 36% yield; m.p. 220°C. 
Calcd: C, 42.87; H, 2.62; N, 18.18. 
Found: C, 42.54; H, 2.52; N, 17.78. 

25 PREPARATION la 



30 




35 



Ethyl 3— T (2, 4-dichloro-6-nitrophenvl) nminol-3- 



oxopropanoate 

A solution of 4, 6-dichloro-2-nitroaniline 
(31.0 g, 0.15 m 1) and chlor ethylmal nat (25.0 g, 
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0.17 mol) in toluene (500 mL) was heated at reflux for 
24 hours. The reaction mixture was cooled and 
concentrated. The residue was dissolved in hot 
ethanol, decolorized with charcoal, and filtered. The 
5 solid which formed on cooling was collected by suction 

filtration and dried to give the title compound as a 
yellow solid (13.6 g, 28%). 

V PREPARATION 2a 




15 

Bthvl 3- f ( 2 . 4-dihromo-6-nit rophenvl) »™ ™] -3- 
oxopropanoate 

A solution of 4/ 6-dibromo-2-nitroaniline (44*3 g, 
0.15 mol) and chloroethy Imal onate (25.0 g, 0.17 mol) 
20 in toluene (500 mL) was heated at reflux for 24 hours. 

The reaction mixture was cooled and the solid which 
formed was collected by suction filtration. The solid 
was suspended in diisopropyl ether, filtered, and 

- -> J — » *a~~ ^»««fm frirra *hh« title COStDOUnd aS a 
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PREPARATION 3a 



5 




Ethvl 5 , 7-dichloro-3 , 4-dihvdro-3-oxo-2-auinoxaline- 
carboxvlate 1-oxide 

Sodium (2.57 g, 0.112 mol) was dissolved in 

10 ethanol (500 mL) and the resulting solution was 

treated with the product from Preparation la (22.7 g, 
71.0 mmol) in one portion and the resulting solution 
was heated to reflux for 45 minutes. The reaction 
mixture cooled to 0°C and treated with IN HC1 

15 (125 mL) . The solid which formed was collected by 

suction filtration and crystallized from hot ethanol 
to give the title compound as a yellow solid (9.84 g, 
46%) . 

20 PREPARATION 4a 



25 




Ethvl 5 . 7-dibromr>-3 r 4-<-H v>vdro-3-oxo-2-quinoxaline- 
carboxvlate 1-oxide 

In a manner similar to that described in 
Preparation 3a, the product of Preparation 2a (30.0 g) 
was converted to the title compound as a yellow solid 
(13.3 g, 46%) . 
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PREPARATION 5a 

j5; s x° — AY 



Ethvl 5 , 7-dichloro-3 , 4-dihv dro-3-oxo-2-auinoxaline- 
carboxvlate 

10 A solution of the product front Preparation 3a 

(5.00 g, 17.3 mmol) and phosphorous trichloride 
(30 mL) in tetrahydrofuran (200 xnL) was heated at 
reflux for 24 hours. The reaction was cooled and 
poured over ice. The resulting suspension was 

15 extracted into CH 2 C1 2 . The organic phase was washed 

with water f dried (Na 2 S0 4 ) , and concentrated. The 
residue was suspended in EtOH, collected by suction 
f iltration f and dried to give the title compound as a 
yellow solid (1.67 g, 34%) . 

20 

PREPARATION 6a 
Br Br H 

Br^^N^COjBt Br-^^N^C0 2 Et 
0 

Ethvl 5 , i-A* frynmo-3 , 4-dihvdro-3-oxo-2-aui noxaline- 
carboxvlate 

30 In a manner similar to that described in 

Preparation 5a, the product of Preparation 4a (13.4 g, 
34.2 mmol) was converted to the title compound as a 
yellow solid (3.64 g, 28%). 



25 
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PREPARATION 7a 




CI 



CI 



COzEt 



CI' 




N 



C0 2 H 



10 



15 



5, 7-Dichloro-3 , 4-dihvdro-3-oxo-2-auinoxalinecarboxvlic 
acid 

A solution of the product from Preparation 5a 
(2.14 g, 8.26 mmol) and potassium hydroxide (2.08 g, 
37.1 mmol) in 3:1 water/iPrOH (100 mL) was heated at 
reflux for 2 hours. The reaction mixture was cooled 
to room temperature and acidified to pH 1 with 
concentrated BC1. The solid which formed was 
collected by suction filtration and dried to give the 
title compound as a yellow solid (1.86 q, 87%), 
m.p. 196-198°C. 

Elemental analysis calculated for C 9 E 4 C1 2 N 2 0 3 : 



Found: 



C, 41.73; H, 1.56; N, 10.81. 
C, 41.43; H, 1.33; N, 10.77. 
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PKEPARATION 8a 



5 




5, 7-Bibromo-3, 4-dihvdro-3-oxo-2*-<niitt03calinacarboxvlic 
acid 

10 In a manner similar to that described in 

Preparation 7a, the product of Preparation 6a (2.41 g, 
6.41 mmol) was converted to the title compound as a 
yellow solid (2.41 g, 34%) , m.p. 202-206°C. 
Elemental analysis calculated for C 9 fi 4 Br 2 N20 3 : 

15 C, 31.07; H, 1.06; N, 8.05. 

Found: C, 31.26; H, 1.01; N, 8.20 



PREPARATION 9a 



20 




25 5 /7-Dichloro-3,-4-dihvdro-3-Q3co-N- (phenvlsulf onvl) -2-. 

quinoxalinecarboxamide 

In a manner similar to that described in 

Preparation 10a f the product of Preparation 7a 

(0.50 g f 1.93 mmol) was converted to the title 
30 compound as a yellow solid (0.55 g, 71%) , 

m.p. 286-290°C. 

Elemental analysis calculated for C 15 H 9 C1 2 N30 4 S : 
C, 45.24; H, 2.28; N, 10.55; S, 8.05. 
Found: C, 44.90; H, 2.16; N, 10.31; S, 7.74. 



35 



WO 92/11245 



PCT/US91/08586 



-61- 
PREPARATION 10a 



5 




5, 7-Dibromo-3r 4-dihvdro-3-oxo-N^ (phenvlsulf onvl) -2- 
cruinoxalinecarboxamide 

10 A solution of the product from Preparation 8a 

(0.50 g, 1*44 nnnol) in DMF (12 mL) was treated with 
carbonyl diimidazole (0.70 g) and the resulting 
solution was heated at 60 °C for 4 hours. Concurrently 
a suspension of benzenesulf onamide (0.67 g, 4.26 mmol) 

15 and NaH (0.17 g, 4.57 mmol) in DMF (10 mL) was stirred 

for 4 hours at room temperature. The two reaction 
mixtures were combined and the resulting solution was 
stirred at room temperature overnight. The reaction 
mixture was poured onto ice and IN HC1. The solid 

20 which formed was collected by suction filtration, 

washed with water, and dried under vacuum (P 2 0 5 ) to 
give the title compound as a yellow solid (0.44 g, 
63%), m.p. 290-293°C. 

Elemental analysis calculated for C a 5H 19 Br 2 N 3 0 4 S: 
25 C, 36.98; H, 1.86; N, 8.63; S, 6.58. 

Found: C, 36.80; H, 1.71; N, 8.43; S, 6.57. 
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PREPARATION 11a 

0 



5 




CI CI 



Efchvl 3-f (3. 5-dicb 1 -nitiropheny 1 } »m4nft] -3- 

oxopropanoate 

10 m a manner similar to that de3cribed in 

Preparation la, 3, 5-dichloro-2-nitroaniline (47.5 g, 
0.229 mol) was converted to the title compound as a 
yellow solid (51.7 g, 70%). 

15 PREPARATION 12a 



0 



20 




Ethvl 3- T ( 2 . 3-dichloro-€-nitrophenvl) nft T* 3 ' 
oxopropanoate 

In a manner similar to that described in 
25 Preparation la f 5 r 6-dichloro-2-nitroaniline is 

converted to the title compound. 
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P REPARATION 13a 



0 




NH 2 




gA^C0 2 Et 



CI 



M0 2 



CI 



N0 2 



CI 



CI 



10 



15 



20 



Ethyl 3- f (3, 4-dichloro-2-nitrophenvl) amino! -3- 
oxopropanoate 

In a m a nn er similar to that described in 
Preparation la, 3, 4-dichloro-2-nitroaniline is 
converted to the title compound. 



Ethvl 3- f f 5-chloro-2-nitrophenvH amino 1 -3- 
oxopropanoate 

In a manner similar to that described in 
Preparation la, S-chloro-2-nitroaniline (26.0 g, 
0.15 mol) is converted to the title compound as a 
yellow solid (34.5 g, 80%). 
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P REPARATION 15a 



0 




NH 2 




CI' 



N0 2 



cr 



N0 2 



Ethvl 3-F ( 4-chloro-2-nitro Phenvl) aminoT-3- 
oxopropanoate 

In a manner similar to that described in 
Preparation la, 4-chloro-2-nitroaniline (26.0 g, 
0.15 mol) is converted to the title compound as a 
yellow solid (33.8 g, 78%). 



Ethvl 3- T (4 , 5-dif ltioro-2-nitrophe nvl) amino! -3- 
oxopropanoate 

In a manner similar to that described in 
Preparation la r 4, 5-difluoro-2-nitroaniline (20.0 g, 
0.115 mol) is converted to the title compound as a 
yellow solid. 



PREPARATION 16a 



0 
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PREPARATION 17a 



0 




NH 2 




F 



N0 2 



N0 2 



Ethvl 3- f ( 4-f luoro-2-nitropb owY 1 ) " TTI ' i nol -3- 
oxopropanoate 

In a manner similar to that described in 
Preparation la, 4-fluoro-2-nitroaniline (21.6 g, 
0.138 mol) is converted to the title compound as a 
yellow solid (19.4 g, 52%). 



Ethvl 3- T r2-nitro-4- (trig luoromethvl) phenyl 1 amino 1 -3- 
oxopropanoate 

In a manner similar to that described in 
Preparation la, 4-ami no-3-nitrobenzotrif luoride 
(31.1 g, 0.151 mol) is converted to the title compound 
as a yellow solid (31.9 g, 66%). 



PREPARATION 18a 



O 
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PREPARATION 19a 



5 




Ethvl 3- r ( 3 , 5-dichloro-2-nitrot>he nvl) amino 1 -2- 
(hvdroxvimine) -3 -oxopropanoate 

10 A solution of the product from Preparation 11a 

(7.00 g, 23.9 mmol) in 4:2:1 AcOH/THF/H 2 0 (210 mL) was 
treated with NaN0 2 (1.81 g, 26.3 mmol) in one portion 
and stirred at room temperature for 4 hours. 
Additional NaN0 2 (1.81 g, 26.3 mmol) was added and 

15 stirring was continued overnight. The reaction was 

extracted into CH 2 C1 2 , dried (MgS0 4 ) , filtered, and 
concentrated to give the title compound as a yellow 
solid (4.33 g, 76%) . 

20 PREPARATION 20a 



25 




Ethvl 3- T (2 . S-dichloro^-nitropheny 1 ) "?1 ~?~ 
(hvdroxY jTninQ ) -3-oxopropanoate 

In a manner similar to that described in 
30 Preparation 19a f the product from Example 12a is 

converted to the title compound. 
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PREPARATION 21a 

0 




ci-^y^i 



,C0 2 Et 
NOH 

Cl^ ^N0 2 CI" 'N0 2 



CI CI 
Bthvl 3- [ (3 , 4-dichloro-2-nitrophenvl ) 
(hvdroacvimino) -3-oacopropanoate 
10 In a manner similar to that described in 

Preparation 19a, the product from Preparation 13a is 
converted to the title compound. 



PREPARATION 22a 



0 



Ethvl 3- T (5-chloro-2-nitrophenvl) amino! -2- 
(hvdroxvimino) -3— oacopropanoate 

In a manner similar to that described in 
Preparation 19a, the product from Preparation 14a 
25 (10.0 g, 36.7 mmol) is converted to the title compound 

as a yellow solid (9.24 g, 80%) . 
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PREPARATION 23a 



5 




Bthvl 3- T ( 4-chloro-2-nitrophenvl ) amino 1 -2- 

(hvdroxvimino) -3-oxopropanoate 
10 In a manner similar to that described in 

Preparation 19a, the product from Preparation 15a 

(10.0 g, 36.7 mmol) is converted to the title compound 
as a yellow solid (9.83 g, 85%). 

15 PREPARATION 24a 



O 0 



20 




Ethvl 3- T (4 , 5-dif luoro-2-nitrophenvl) ami -2- 
(hvdroxvimino) -3-oxopropanoate 

In a manner similar to that described in 
25 Preparation 19a f the product from Preparation 16a is 

converted to the title compound. 
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PREPARATION 25a 



0 



O 





COjEt 



F 



H0 2 



Ethvl 3- f (4-f lua ro-2-nitro phmy 1 ) ami nol -2- (hvdroacv- 
imino) -3-ogopropanoate 

In a manner similar to that described in 
Preparation 19a, the product from Preparation 17a is 
converted to the title compound. 



Ethvl 2- fhyArggyitni no) -3- r r2-nitro-4- (trif luoro- 
methvl) phenyl ] nol -3-oxopropanoafca 

In a manner similar to that described in 
Preparation 19a, the product from Preparation 18a 
(10.0 g, 31.2 mmol) is converted to the title compound 
as a yellow solid (9.49 g, 87%). 



PREPARATION 26a 



0 



O 
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PREPARATION 27a 

O 



5 




Ethvl 6 , g-dichloro-1 . 2 , 3 , 4~ fcetrahvdro-3-oxo-2- 
ouinoxalinecarboxvlate 

10 A solution of the product from Preparation 19a 

(8.00 g, 22.8 mmol) in THF (200 mL) was hydrogenated 
over RaNi (1.00 g) for 3 hours. The reaction mixture 
was filtered and concentrated and the residue was 
dissolved in dioxane (300 mL) and treated with TiCl 3 

IS (53 mL of a 1.3 M solution in H 2 0) . The resulting 

purple-colored solution was stirred at room 
temperature until the color was discharged. The 
reaction mixture was quenched with saturated aqueous 
NaHC0 3 solution. The resulting suspension was 

20 extracted with 1:1 EtQAc/THF and concentrated. The 

residue was suspended in EtOH and collected to give 
the title compound as a tan solid (3.50 g, 53%); 
m.p. 244-250°C. 

Elemental analysis calculated for C 11 H 11 C1 2 K 2 0 3 : 
25 C, 45.70; H, 3.49; N, 9.69. 

Found: C, 45.67; H, 3.20,\ N, 9.53. 
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PREPARATI ON 28a 



5 




gthvl 5 , 6-dichloro-l ,2,3, 4-tetrahvdro-3-oxo-2- 
quinoxalinecarboxvlate 
10 In a manner similar to that described in 

Preparation 27a, the product from Preparation 20a is 
converted to the title compound. 



PREPARATION 29a 

0 



15 




20 Ethvl 7 , 8-dichloro-l ,2,3, 4-tetrahvdro-3-oxo-2- 

cruinoxalinecarboxvlate 

In a manner similar to that described in 
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PREPARAT I OK 30a 

0 



5 




Ethvl 6-<"MQro-l , 2 , 3 , 4-tetrahvdro-3-oxo- 2-ouino3caline' 
carboxvlate 

10 In a manner similar to that described in 

Preparation 27a, the product from Preparation 22a is 
converted to the title compound. 



15 



20 



PREPARATION 31a 



C0 2 Et 



E 



B 



Ethyl 7-chloro-l ,2.3. 4-tetrahvdro-3-Q3co-2 -auinoxaline- 

carboxvlate 

In a manner similar to that described in 
Preparation 27a, the product from Preparation 23a 
25 (8.00 g, 25.3 mmol) is converted to the title compound 

as a yellow solid (2.11 g, 33%) ; m.p. 196-198°C. 
Elemental analysis calculated for C^HijClNjOj : . 

C, 51.88; B r 4.35; N, 11.00; CI, 13.92 
Found: C, 52.05; H, 3.76; N, 10.81; CI, 14.24. 



30 
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PREPARATION 32a 




COsEt 



Ethvl 6 , 7-dif luoro-1 , 2 , 3 , 4-tetrahvdro-3-oxo-2- 
quinoxalinecarboxvlate 

In a manner similar to that described in 
Preparation 27a f the product from Preparation 24a is 
converted to the title compound. 



Ethvl 7 -fluoro-l ,2, 3 , 4^etrahvdro-3-oxo-2-cniinoxaline- 
carboxvlate 

In a manner similar to that described in 
Preparation 27a f the product from Preparation 25a is 
converted to the title compound. 



PREPARATION 33a 




CO^Bt 
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PREPARATION 34a 



0 



5 




Ethvl 1 , 2 - 3 . 4-tetgahvdro-3-oxo-7- ftrif luo romethvl) -2- 

auinoxalinecarboxvlate 
10 In a manner similar to that described in 

Preparation 27a, the product from Preparation 26a 
(8.00 g, 22.9 mmol) is converted to the title compound 

as a yellow solid (3.39 g, 52%); m.p. 178-180°C. 

Elemental analysis calculated for C 12 H 11 F 3 N 2 0 3 : 
15 C, 50.01; H, 3.85; N, 9.72. 

Found: C, 50.29; H, 3.52; N, 9.35. 

PREPARATION 35a 



20 




25 Ethyl 6 , 8-dichloro-3 . 4-dihvdro-3-»oxo-2-cruinoxaline- 

carboxvlate 

A solution of the product from Preparation 27a 
(1.00 g, 3.46 mmol) in THF (150 mL) was treated with 
bromine (3.5 mL of a 1M solution in CH 2 C1 2 ) . The 
30 reaction mixture was stirred for 30 minutes and 

concentrated to give the title compound as a yellow 
solid (0.98 g, 98%) . 
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PREPARATION 36a 



ci yVV — "Ay 

N ^ CO^t » ^ C0 2 Et 

B 

Ethvl 5, 6-dichloro-3 , 4-dihvdro-3-oxo-2-ouinoxaline- 
carboxvlate 

10 In a manner similar to that described in 

Preparation 39a, the product from Preparation 28a is 
converted to the title compound. 



15 



20 



PREPARATION 37a 



V — rcY 

Cl^ ^ ^N^COjBt Cl-^V'^N^COjBt 

ci H CI 




Ethvl 7 , 8-dichloro-3 , 4-dihvdro-3-oxo-2-auinoxaline- 
carboxvlate 

In a manner similar to that described in 
Preparation 39a, the product from Preparation 29a is 
25 converted to the title compound. 
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PREPARATION 38a 



H 



£ 




COaEt 




C0 2 Et 



10 



15 



20 



25 



Efchvl 6-^ 1 . 4-diJivdro -3-oxo-2-miinoxaline- 

carboxvlate 

In a manner similar to that described in 
Preparation 39a, the product from Preparation 30a is 
converted to the title compound. 



Ethvl 7-ff>*ioiro-3 . 4-dihvdro-3-oxo- 2-cniinoxaline- 
carboxvlate 

A solution of the product from Preparation 31a 
(0.50 g, 1.96 mmol) in dioxane (15 mL) was treated 
with DDQ (0.47 g, 2.06 mmol) . The reaction was 
stirred at room temperature for 15 minutes and 
filtered. The filtrate was concentrated and 
crystallized from hot EtOH. The solid which formed on 
cooling was collected by suction filtration to give 
the title compound as a yellow solid (0.43 g, 87%) . 




WO 92/11245 



PCT/US91/08586 



-77 



PREPARATION 40a 



fi 



H 




fi 



COsBt 



Ethvl 6, 7-dif luoro-3 , 4-dihvdro-3— oxo-2— cruinoxaline- 



carboxvlate 

In a manner similar to that described in 
Preparation 39a, the product from Preparation 32a is 
converted to the title compound. 



Bthvl 7-f luoro-3, 4-dihvdro-3-oxo-2-cruinoxaline- 
carboxvlate 

In a manner similar to that described in 
Preparation 39a r the product from Preparation 33a is 
converted to the title compound. 



PREPARATION 41a 



H 



B 
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PREPARATION 42a 

rxY — ' rrY 

5 CF 3 ^H A CCy ! t CF3-^^N^C0 2 Bt 

+ t A-*4 b Y ri^ 0 -3-o3eo-7- ftrif luoromethyl) -2- 
gminaxalinecarbo acvlate 
10 m a manner similar to that described in 

Preparation 39a, the product from Preparation 34a 
(0.50 g, 1.73 mmol) is converted to the title compound 
as a tan solid (0.32 g, 65%) . 

15 PREPARATION 43a 

H H 



20 



CI cl 



6 . 8-Dichlore-3. 4~dihvdro-3-oxe -2^auinoxalinecarboxY^i9. 
acid 

In a manner similar to that described in 
25 Preparation 7a, the product from Preparation 35a is 

converted to the title compound. 
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P REPARATION 44a 




co 2 zt 




C0 2 H 



5, 6"DichlorO"3> 4"dihvdro-3»oxo^2'"Quinoxalinecarfaoxvlic 
acid 

In a manner similar to that described in 
Preparation 7a, the product from Preparation 36a is 
converted to the title compound. 



7, 8-Dichloro-3, 4-dihvdro-3-03co-2-quinoxalinecarboxvlic 
acid 

In a manner similar to that described in 
Preparation 7a , the product from Preparation 37a is 
converted to the title compound. 



PREPARATION 45a 



H 



H 




C0 2 H 
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PREPARATION 46a 



B 



5 




fi-rhlftg q^3 , 4-dihvdro-3-Q3cc~2-auin oxalinecarboxvlic 
acid 

10 In a manner similar to that described in 

Preparation 7a f the product from Preparation 38a is 
converted to the title compound. 



PREPARATION 47a 




20 

7-Chloro-3 , 4-dihvdro-3-ogo-2-quino3cali necarbo3cvlic 
acid 

In a manner similar to that described in 
Preparation 7a f the product from Preparation 39a is 
25 converted to the title compound. 
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PREPARATION 48a 



6, 7-Dif luoro-3 r 4-dihvdro-3-oxo-2-ouinoxalinecarbo3cvlic 
acid 

10 In a manner similar to that described in 

Preparation 7a, the product from Preparation 40a is 
converted to the title compound. 

PREPARATION 49a 

15 

fxY — nY 

20 

7-Fluoro-3 , 4-dihvdro-3-oxo-2-quinoxalinecarboxvlic 
acid 

In a manner similar to that described in 
Preparation 7a, the product from Preparation 41a is 
25 converted to the title compound. 
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P REPARATION 50a 



CF 3 ' 




CO^t 



CF 3 " 




C0 2 H 



3 , 4-Dihvdro-3-Q3CO-7- ftrif luorometh vll -2-auino3caline- 
carboxvlic acid 

In a manner similar to that described in 
Preparation 7a f the product from Preparation 42a is 
converted to the title compound. 



6 , 8-Dichloro-3, 4-dihvdro-3-Q3co-N- (p henvlsulf onvl) -2- -* " 
ouinoxalinecarboxamide 

In a manner similar to that described in 
Preparation 10a, the product from Preparation 43a is 
converted to the above compound. 



EXAMPLE 48 



CI 




CONHS0 2 Ph 
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EXAMPLE 49 



5 




5 , 6-Dichloro-3 , 4-dihvdro-3-oxo-N- (phenyl sulf on vl ) -2- 
quinoxalinecarboxanii de 
10 In a manner similar to that described in 

Preparation 10a, the product from Preparation 44a is 
converted to the above compound. 

EXAMPLE 50 

15 




7 , 8-Dichloro-3 , 4-dihvdro-3-oxo-N- (phenvlsulf onvl) -2- 
quinoxalinecarboxamide 

In a manner similar to that described in 
Preparation 10a, the product from Preparation 45a is 
25 converted to the above compound. 
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EXAMPLE 51 

H H 
CI. ^ .NyO ^ ClN f*^if NV f 0 

6-Qiloro-3 . 4-dihvdro-3-oxo-N- (phenv lsulfonvl) -2- 

auinoxalinec» ' r ' H " ,t,ai " 4 

In a manner similar to that described in 
Preparation 10a, the product from Preparation 46a is 
converted to the above compound. 

EXAMPLE 52 



rrr — ncY 

C1 ^^X^N^C0 2 H ci^^^N CONHSO^h 



7-Chloro-3 . 4-dihvdro-3-oxo-N- (phenvl aulf onvl) -2- 
guinoxalinecarboxamide 

la a manner similar to that described in 
Preparation 10a, the product from Preparation 47a is 
25 converted to the above compound. 
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EXAMPLE 53. 



H 



B 




C0 2 B 




CONHSO^h 



10 



15 



20 



6, 7-Dif luoro-3, 4-»dihvdro-3-oxo-N- (phenvlaulf onvl) -2- 
quinoxalinecarboxamide 

In a manner similar to that described in 
Preparation 10a, the product from Preparation 48a is 
converted to the above compound. 



7-Fluoro-3, 4-dihvdro-3-oxo-N- (phenvlaulf onvl) -2- 
quinoxalinecarboxamide 

In a manner similar to that described in 
Preparation 10a, the product from Preparation 49a is 
converted to the above compound. 
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EXAMPLE 55 



H H 



5 




3 . 4-Dihvdro-3-oxo-N- fphenvlsulf onvl ) -7- (trif luoro- 
methyl) -2-oruinoxalinecarboxamide 
1Q in a manner similar to that described in 

Preparation 10a, the product from Preparation 50a is 
converted to the above compound. 



BIOLOGICAL TESTING 

15 

Specifically/ the compounds of the present 
invention have activity as antagonists at the 
strychnine insensitive glycine receptor wh ic h is 
located on the NMDA receptor complex. As such, the 

20 compounds of the present invention are NMDA receptor 

antagonists. Also, the compounds of the present 
invention have activity as AMPA and kainate receptor 
antagonists • 

For example, compounds of the invention exhibit 

25 valuable biological properties because of these 

excitatory amino acid antagonizing properties. 

The glycine binding assay is performed as 
described by W. Frost White, et al, Journal of 
Neuroch*™-; «fryy 1989;53(2) :503-12. 

30 Selected compounds having the Formula I of the 

present invention are tested in the glycine binding 
assay and provide the following data expressed as % 
inhibition at the dose expressed as molar 
concentration • 



35 
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xAnl in x 

(Pag 1 of 2) 






Example No. 


Molar Cone. 


% Inhibition 




1 


1.00E-4 


89 


5 


2 


5.00E-5 


23 




3 


1.00E-4 


38 




4 


1.00E-4 


71 




6 


1.00E-4 


55 




9 


1.00E-4 


73 


10 


10 


1.00E-4 


40 




11 


1.00E-4 


85 




12 


5.00E-6 


53 




13 


1.00E-4 


55 




14 


1.00E-4 


64 


15 


16 


1.00E-4 


91 




17 


1.00E-4 


92 




18 


1.00E-4 


18 




19 


1.00E-4 


94 




21 


5.00E-5 


29 


20 


22 


5.00E-5 


25 




23 


1 . 00E-4 


36 




24 


1.00E-4 


68 




25 


5.00E-5 


90 




26 


5.00E-5 


75 


25 


27 


1.00E-4 


42 




28 


1.00E-4 


72 




29 


1.00E-4 


88 




31 


1.00E-4 


100 



WO 92/11245 



PCT/US91/08586 



-88- 



TABLE I 
(Page 2 of 2) 



Example No. Molar Cone. 



5 



10 



15 



32 


1.00E-4 




33 


1.00E-5 


/ 0 


34 


1.00E-4 


Q 1 


35 


1 . 00E-4 


83 


36 


5.00E-4 


100 


37 


5.00E-5 


i no 


38 


1.00E-4 


83 


40 


5.00E-5 


90 


41 


1 . 00E-4 


34 


42 


1 . 00E-4 


86 


43 


1.00E-4 


36 


44 


1 . 0OE-4 


82 


45 


5.00E-5 


100 


46 


5 . 0OE-4 


100 



20 Additionally selected intermediates of the 

present invention also provide inhibition in the 
glycine-binding assay as follows: 
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TABLE II 

Preparation No. Molar Cone. % Inhibition 



1 


1.11E-4 


30 


^ 


1 00E-4 


6 


3 


1.00E-4 


97 


5 


1.00E-4 


88 


6 


1.00E-4 


10 


7 


1.00E-4 


13 


8 


1.00E-4 


0 


9 


1.00E-4 


74 


10 


1.00E-4 


65 


11 


1.00E-4 


23 



The AMPA binding assay may also be performed to 
provide an activity profile for the compounds of the 
present invention. 

The kainate binding assay is performed as 
20 described by T. Honor e et al, Neuroscience Letters 

1986;65:47-52. 

Therefore f the compounds of Formula I and their 
pharmacologically acceptable acid addition salts are 
effective agents in the prophylaxis and/ or therapeutic 
25 treatment of disorders responsive to agents which 

block NMDA receptors, thus forming a further aspect of 
the present invention in like m a nn er . 
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CLR.IMS 

1. A compound of the formula 



R u 0 

or a pharmaceutical^ acceptable base or acid 
addition salt thereof; wherein 
5 (1) Y is oxygen or sulfur; 

(2) R ii' are independently 
hydrogen, lower alkyl, halogen, trifluoromethyl, 
cyano f nitro, methylthio, lower alkenyl, lower 
alkynyl, S0 2 NH 2 ' S(0) w R wherein R is hydrogen or 

10 lower alkyl, OCF 3 , or two of R x , R^ R ll' 811(1 R 12 

can be taken together to form a carbocyclic ring 
of six carbons, or can be taken together to form 
a heterocyclic or heteroaryl ring wherein the 
heteroatom is oxygen, sulfur, or nitrogen, and 

15 wherein the carbon on the carbocyclic ring is 

optionally further substituted by one of R x , Rgr 

R ll' or R 12' 

(3) X is 

(a) NR 6 S0 2 R 3 , 

20 (b) NR^ 3 with the proviso that one of R 6 

and R 3 must be other than hydrogen and at 
the same time one of R ljp , R2/ R ii' Md ^2 
must be other than hydrogen, 
(c) NR 6 OR 3 , 

25 (d) OT^CONR^ 4 with the proviso that one of 

R 3 and R 4 must be other than hydrogen, 
(e) NR 6 COR 5 , 
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(f) NR 6 C0 2 R 3 , 
R 6 H 

30 || 

(g) N-N-C0 2 R 3 

R 6 H ~ 
1 1 

(h) N-N-S0 2 R 3 

35 (i) an amino acid residue which is 

phenylglycine, phenylalanine, alanine, 
leucine, isoleucine, proline, or valine, 
(j) lower alkyl esters of the amino acid 
residue as defined above; 

40 wherein 

i) R 3 and R 4 are independently 

1) hydrogen; 

2) alkyl of from one to 
twenty carbons, preferably one to 

45 twelve carbons; 

3) alkenyl of from three to 
twenty carbons, preferably three 
to twelve carbons; 

4) alkynyl of from three to 

50 twenty carbons, preferably three 

to twelve carbons; 

5) aryl which is phenyl, 
indenyl, or naphthyl wherein 
phenyl is 

55 aa) unsubstituted or 

bb) substituted by one to 
five of lower alkyl or 
halogen, or 

cc) substituted by one to 
60 three of 

acxi) trif luoromethyl, 

xxii) nitro, 

xxiii) amino, 
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xxiv) mono- or di -lower 
alkylamino, 

xxv) hydroxy, 

xxvi) lower alkoxy, 

xxvii) carboxy, or 

xxviii) KHCOR 5 wherein R 5 

is independently as 

defined below, 

0 
I 

xxix) NHCOAl)c 1 . 6 wherein 
Alki.g is lower alkyl, 

xxx) NHSO^R 5 wherein R 5 
is independently as 
defined herein, 

xxxi) CN , 

xxxii) CONR 5 R 6 wherein R 5 
and R 6 are independently 
as defined herein, 

xxxiii) S(O) 0 . 2 R 5 wherein 
R 5 is independently 
defined herein, 

0 

I 5 

xxxiv) -CR°; 

6) arylloweralkyl; 

7 ) arylloweralkenyl ; 

8) heterocycle; 

9) heteroaryl; 

10) (CH 2 )qR 7 wherein q is an 
integer of one to four and R 7 is 

(A) heterocycle, 

(B) heteroaryl, 

(C) S0 2 R 8 wherein R 8 is 
hydrogen or lower alkyl and R 
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100 is independently as d fined 

herein , 

(D) P0 3 R 8 wherein R 8 is as 
defined above, 

(E) C0 2 R 8 wherein R 8 is as 
105 defined above/ or 

(F) NRV 0 wherein R 9 and R 10 
are independently hydrogen or 
alkyl or R 9 and R 10 are taken 
together to form a heteroaryl 

110 ring; or 

an amino acid residue as 
defined above; 





ii) 


R 5 


is 






1) 


hydrogen, 


115 




2) 


lower alkyl, 






3) 


lower alkenyl, 






4) 


aryl, 






5) 


ary llower alkyl , 






6) 


ary lloweralkenyl , 


120 




7) 


heteroaryl or 






8) 


heteroary lloweralkyl ; 




iii) 


R 6 


is 






1) 


hydrogen or 



2) lower alkyl, preferably 
!25 hydrogen, 

2. A compound of Claim 1 wherein R x and R 12 are 
hydrogen and Rg and R X1 are chloro. 

3. A compound of Claim 1 wherein X is lHR e SO^R 3 . 

4. A compound of Claim 1 wherein X is NrSr 3 . 

5. A compound of Claim 1 wh rein X is NR 6 OR 3 . 
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6. A 



confound of Claim 1 wherein X is OT^CONR 3 * 4 . 



7 . A compound of Claim 1 wherein X is NR 6 COR 5 . 

8. A compound of Claim 1 wherein X is NR 6 C0 2 R 3 . 

9. A compound of Claim 1 wherein X is HHNHS0 2 R 3 . 

10. A compound of Claim 1 wherein X is NHNHC0 2 R 3 - 

11. A compound of Claim 4 which is <x-[ [6,7-dichloro- 
3, 4-dihydro-3-oxo-2-quinojcalinyl] carbonyl] amino- 
(±) -benzeneacetic acid. 

12. A compound of Claim 3 which is 6, 7-dichloro-3 f 4- 
dihydro-N- (methylsulf onyl) -3-oxo-2-quinoxaline- 
carboxamide . 

13. A compound of Claim 3 which is 6, 7-dichloro-3,4- 
dihydro-3-oxo-N- (phenylsulf onyl) -2-quinoxaline- 
carbozamide . 

14. A compound of Claim 3 which is N-(butylsulfonyl)- 
6, 7-dichloro-3, 4-dihydro-3-oxo-2-quinoxaline- 
carbozanide . 

15. A compound of Claim 3 which is 6, 7-dichloro-3,4- 
dihydro-N-I (4-methylphenyl) sulfonyl]-3-ozo-2- 
quinozalinecarboxamide . 

16. A compound of Claim 3 which is 6, 7-dichloro-3,4- 
dihydro-N- [ (2-chloro-5-nitrophenyl) sulfonyl]-3- 
ozo-2-quinozalinecarbozaaide . 
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17. A compound of Claim 3 which is 6, 7-dichloro-N- 

[ (4-chloro-2-nitrophenyl) sulf onyl] -3, 4-dihydro-3- 
oxo-2-quinoxalinecarboxamide - 

18. A compound of Claim 3 which is 6, 7-dichloro-3, 4- 
dihydro-N- (2-thionylsulf onyl) -3-oxo-2- 
quinoxalinecarboxamide . 

19. A compound of Claim 3 which is 6, 7-dichloro-3, 4- 
dihydro-N- [ (4-methoxyphenyl) sulf onyl] -3-oxo-2- 
quinoxalinecarboxamide . 

20. A compound of Claim 3 which is 6, 7-dichloro-3, 4- 
dihydro-3-oxo-N- [ [5- (2-pyridinyl) -2-thienyl] - 
sulf onyl] -2— quinoxalinecarboxamide . 

21. A compound of Claim 3 which is 6, 7-dichloro-3, 4- 
dihydro-N- [ (3-chlorophenyl) sulf onyl ]-3-oxo-2- 
quinoxalinecarboxamide . 

22. A compound of Claim 3 which is 6, 7-dichloro-3, 4- 
dihydro-3-oxo-N- [ (3-nitrophenyl) sulf onyl] -2- 
quinoxalinecarboxamide . 

23. A compound of Claim 3 which is 6, 8-di chloro-3, 4- 
dihydro-N- (methyl sulf onyl) -3-oxo-2-quinoxaline- 
carboxamide . 

24. A compound of Claim 3 which is 6, 8-dichloro-3, 4- 
dihydro-3-oxo-N-phenylsulf onyl ) -2-quinoxaline- 
carboxamide . 



25. 



A pharmaceutical composition comprising a 
therapeutically effective amount of a compound of 
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Claim 1 together with a pharmaceutical^ 
acceptable carrier. 

26. A method for treating cerebrovascular disorders 
which comprises administering to a patient in 
need thereof the pharmaceutical composition of 
Claim 25 in unit dosage form. 

27 . A method for treating disorders responsive to the 
blockade of glutamic and aspartic acid receptors 
which comprises administering to a patient in 
need thereof the pharmaceutical composition of 
Claim 25 in unit dosage form. 

28 . A method for treating stroke which comprises 
administering to a patient in need thereof the 
pharmaceutical composition of Claim 26 in unit 
dosage form. 

29. A pure compound of the Formula XII 




XII 



R x and R^ are defined above in Claim 1 and R 6 is 
hydrogen or lower alkyl and R' 2 a»d R' 12 are 
independently halogen or hydrogen with the 
proviso that one of R' 2 a»d R 'i2 is ka^SF® 11 - 
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30. A compound of the formula (V) 



NOH 



wherein Rj, 14, R llf and R 12 are as defined in 
Claim 1 and Alk^ is lower alkyl. 

31. A compound of the Formula (VX) 



wherein R lf R2, R n , and R 12 are as defined in 
Claim 1 and Alk^ is lower alkyl. 

32. A method of 1) treating a compound of tbe 
Formula (VT) 



O 



VI 



VI 

with sodi u m nitrite to obtain a compound of the 
Formula (V) 



WO 92/11245 



PCT/US91/08586 



-98- 



10 



R 2 



NOH 



R 12 



then 2) treating the compound of the Formula II' 2 
with hydrogen over Raney nickel followed by 
treatment with TiCl 3 to obtain a compound of the 
Formula (IV) 



R i 



t 



CO2AIJC1-4 



IV 



R12 



with the compound of the Formula IV further 
3) reacted with Br 2 , n-bromosuccinimide, NaOCly 
or 2, 3-dichloro-5, 6-dicyano-l, 4-benzoquinone and 
15 alternatively saponifying this product to obtain 

the compound of the Formula (II) 





























R 12 





x: 



II 



wherein %, 1^, R U r R x2 / and R 6 are as defined in 
Claim 1. 



33. A pure c mpound f the Formula (XIII) 
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wherein R x , R' 2 / R-xi' R 'l2' ^6 11X6 as defined 
in Claim 29. 
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